Thank you kindly for your letters in response to the AHRQ Draft systematic evidence review on Diagnosis
and Treatment of Myalgic Encephalomyelitis/Chronic Fatigue Syndrome. And thank you for sharing your
individual stories with our team. The devastating effects that this condition has had on your lives and
those of other patients are better appreciated by allowing us the opportunity to see into your world for
even a short time. Although we cannot experience the condition as a patient would, we included
patients and experts as members of our technical expert panel, and strove to attend to their areas of
concern and guidance as we prepared our report. It is however, our responsibility as independent
investigators to strictly report on evidence that is currently available using a pre-defined and structured
systematic method.

In the Disposition of Comments, we have redacted names of those who identified themselves for
purposes of maintaining confidentiality and privacy. Where possible, we have also consolidated
comments that were almost identical. However all the correspondences received are included verbatim
in the appendix following the disposition tables.

Please understand that we do hear your disappointment and frustration with the current state of the
research. However, through efforts such as this, researchers are truly striving to better understand
ME/CFS with the universal goal of improving the quality of life and experience of patients.

Respectfully,

M. E. Beth Smith, DO

Associate Professor

Pacific Northwest Evidence-based Practice Center
Oregon Health and Science University

3181 SW Sam Jackson Park Rd

Portland, OR 97239-3098
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Evidence Report/Technology Assessment Disposition of Comments Report

Research Review Title: Diagnosis and Treatment of Myalgic Encephalomyelitis/Chronic
Fatigue Syndrome

Draft review available for public comment from September 23, 2014, to October 20, 2014.

Research review citation: Smith MEB, Nelson HD, Haney E, Pappas M, Daeges M, Wasson N,
McDonagh M. Diagnosis and Treatment of Myalgic Encephalomyelitis/Chronic Fatigue
Syndrome. Evidence Report/Technology Assessment No. 219. (Prepared by the Pacific
Northwest Evidence-based Practice Center under Contract No. 290-2012-00014-1.) AHRQ
Publication No. 15-E001-EF. Rockville, MD: Agency for Healthcare Research and Quality;
December 2014. www.effectivehealthcare.ahrg.gov/reports/final/cfm.

Comments to Research Review

The Effective Health Care (EHC) Program encourages the public to participate in the
development of its research projects. Each research review is posted to the EHC Program Web
site in draft form for public comment for a 4-week period. Comments can be submitted via the
EHC Program Web site, mail or email. At the conclusion of the public comment period, authors
use the commentators’ submissions and comments to revise the draft comparative effectiveness
research review.

Comments on draft reviews and the authors’ responses to the comments are posted for
public viewing on the EHC Program Web site approximately 3 months after the final research
review is published. Comments are not edited for spelling, grammar, or other content errors.
Each comment is listed with the name and affiliation of the commentator, if this information is
provided. Commentators are not required to provide their names or affiliations in order to submit
suggestions or comments.

The tables below include the responses by the authors of the review to each comment that
was submitted for this draft review. The responses to comments in this disposition report are
those of the authors, who are responsible for its contents, and do not necessarily represent the
views of the Agency for Healthcare Research and Quality.

Source: http://effectivehealthcare.ahrq.gov/search-for-guides-reviews-and-
reports/?pageaction=displayproduct&productlD=2004
Published Online: December 9, 2014
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TEP Reviewer
#2

Executive Summary

In the executive summary it states on page 9: “The most recent international
consensus report advocates moving away from the term CFS in favor of ME to
better reflect an underlying pathophysiology involving widespread inflammation
and neuropathology, and to embrace the two terms as synonymous.”

The ME term (indicates brain and spinal cord inflammation) does not better reflect
underlying pathology because the underlying pathology has not been identified.
We have disparate evidence from a broad array of specialties (immunology,
euroendocrinology, genomics, metabolic function). Actually the evidence for brain
inflammation is minimal if not non-existent.

Thank you for your comment. In
Carruthers et al, 2011, the authors write:
"In view of more recent research and
clinical experience that strongly point to
widespread inflammation and
multisystemic neuropathology, it is more
appropriate and correct to use the term
‘myalgic encephalomyelitis’ (ME)
because it indicates an underlying
pathophysiology.”

We appreciate that an underlying
etiology has not been conclusive and
have changed the wording to the
following:

“The most recent international
consensus report advocates moving
away from the term CFS in favor of ME."

PD White, T Executive Summary |The abstract states: “Although adverse effects were not well reported across Thank you for this clarification. We have
Chalder, R trials, GET compared with CBT or control groups was associated with a higher changed our wording throughout the
Moss-Morris, M number of reported adverse events and withdrawal rates in several trials”, and in |report for clarity with definitions as
Sharpe, AJ the conclusions — “GET appears to be associated with harms in some patients...” |applicable.
Wearden The first statement seems to imply that adverse effects of a treatment are the

same as adverse events that occur when receiving a treatment, when this is not

the case. Adverse “effects” are caused by a treatment, which is why they are

more commonly called adverse “reactions”, whereas adverse events are not

necessarily related to a treatment and may be more related to the natural course

of the illness or a comorbid illness. We note that the current draft confuses

adverse events with harms due to treatment throughout the document.
PD White, T Executive Summary |[ES-28 “The harms associated with exercise were generally more implied than Thank you. We have expanded our
Chalder, R specifically stated in the exercise trials.67-70 In the combination trials, the discussion of the adverse outcomes and
Moss-Morris, M greatest number of harms were in the GET arm of one trial, 69 lowest adherence |harms for better clarity in the report.
Sharpe, AJ was in the exercise arm in another trial, 68 and several trials had greatest
Wearden withdrawal due to adverse events in the exercise arms.67,70"

We suggest that there are a number of errors in these statements, which we
detail below.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
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PD White, T
Chalder, R
Moss-Morris, M
Sharpe, AJ
Wearden

Executive Summary

ES-12 and Page 21 “... patients receiving GET reported more adverse effects
compared with CBT, adaptive pacing, or usual care in one good-quality trial..”
This statement referring to the PACE trial (www.pacetrial.org), of which some of
us we were the principal investigators, is a misinterpretation of the trial results,
and does not take into account statistical significance. The safety data from this
trial were given in table 4 of White et al, 2011, which shows the results of six
different adverse outcomes across the four arms of the trial. Most importantly
there were very few serious adverse reactions to treatment (i.e. adverse
treatment effects), with no statistical difference across treatment arms. Although
there were more serious adverse events (SAEs) in GET compared to CBT and
specialist medical care alone (SMC), there was a similar number in the adaptive
pacing therapy (APT) arm, and, of course, SAEs were judged to be independent
of treatment by independent scrutineers. Therefore it would be inaccurate to
interpret SAEs as evidence of harm relating to treatment. Similarly there were no
statistically significant differences in the proportions suffering from serious
deterioration. In particular there were no differences in withdrawals from
treatment due to worsening across treatment arms (this result needs to be
incorporated into the table on ES-23 and ES-22).

Thank you for your comments. We have
reviewed the harms reporting in the
PACE trial and edited our discussion to
better reflect the harms reported. We
have also expanded our discussion of
the limitations of the trial, including the
way that adverse events were reported
and the definitions of serious vs. non-
serious adverse events vs. serious
adverse reactions, and the subjective
interpretation of these by investigators.

PD White, T
Chalder, R
Moss-Morris, M
Sharpe, AJ
Wearden

Executive Summary

ES-12 “...and there were more withdrawals in the GET group in several trials.”
This is not the case. There have been 6 RCTs of GET for CFS published
(Fulcher, Powell, Wearden, Moss-Morris, Wallman, White), although there are
published trials of other exercise interventions. The proportions withdrawing from
GET versus the control arm were similar in all but one trial (Wearden et al, 1998).
The proportions of participants withdrawing from GET in the largest (PACE) trial
were the smallest (6%) compared to all other treatment arms (7, 9, and 11%),
although differences were not significant (White et al, 2011; table 2). Wearden’s
(1998) trial intervention was designed as a fitness training intervention rather than
graded exercise therapy. The intervention had higher starting levels of exercise
intensity than the other trials, and exercise progression was based on change in
heart rate, which probably explains the higher drop-out rates (Wearden et al,
1998).

Thank you for your comments. We have
reviewed the withdrawal rates of the
trials where this data is available and
reported them accordingly.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
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PD White, T
Chalder, R
Moss-Morris, M
Sharpe, AJ
Wearden

Executive Summary

ES-28 “Several previous studies have found worsening effects with exercise and
a survey sponsored by the ME Association found that patients believed that GET
made more people worse compared with other treatments.71,72"

The problem with generalising from surveys of patient organisations are two-fold:
1) We do not know what the survey members’ diagnoses were, and we are aware
of one study showing high rates of non-CFS diagnoses in such a patient
organisation. Brimmer and colleagues (2013) found that 59% of 49 US patient
support group members had an exclusionary condition, and only 35% met criteria
for CFS. 2) We do not know if they really did receive graded exercise therapy;
one qualitative study of such a survey found significant variation in content and
delivery of treatment received (Gladwell et al, 2014). Since the randomised
controlled trials do not generally suggest that harm follows GET, we suggest that
caution is necessary before generalising from such surveys.

Thank you for your comments. We agree
and have edited the discussion
accordingly.

Peer Reviewer
#5

Executive Summary

| am surprised to see on page ES-29 the statement that “experts have identified
critical features of the condition including PEM [post-exertional malaise),
however, current methods of testing, comparing, and monitoring this symptom
are lacking. “ This is not true, as can be seen in non-reviewed studies
http://www.ncbi.nIm.nih.gov/pubmed/20937116,
http://www.ncbi.nIm.nih.gov/pubmed/23813081.

Both objective CPETs, actometers, and survey forms can monitor this symptom.

Thank you for your comments. We have
edited this section to indicate that the
diagnosis and treatment of specific
symptoms of ME/CFS were beyond the
scope of this review.

Public Reviewer
#1

Executive Summary

Structured Abstract is misleading. It would be helpful if it could be rewritten so
that it reflects what is in the actual document. Some specific suggestions are
included below.

1. Leaves the reader with a more positive impression about the evidence and
conclusions than is evident when the report is actually read ...

2. It does not accurately reflect the uncertainty that characterizes and permeates
the findings of the review. It reports on some of the findings but it does not
include some very important limitations. The effect of this omission gives a
distorted view as to what the review actually found. An example of a structured
abstract that is more forthcoming on Limitations is that on Sleep Apnea ..
limitations — “Very few trials evaluated objective clinical outcomes. Data were
meager for many specific questions. Studies were generally of moderate to poor
quality, and often had short followups, high dropout rates, and poor analyses and
reporting.

Thank you - as we have made edits to
the report subsequent to peer review, the
abstract has also been updated to better
reflect the findings and limitations in the
report. Unfortunately, the abstract is
limited in its word count so cannot be all
inclusive. The executive summary is a
more inclusive synopsis of the report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
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Public Reviewer
# 38

Executive Summary

The conclusions in the abstract do not match the evidence in the rest of the report
and perpetuate the discredited idea that CBT and GET are the only possible
approaches. This is a disservice to the community of patients with ME/CFS. For
example, the conclusion of the abstract reads “CBT and GET have shown some
benefit whereas other interventions have insufficient evidence to guide clinical
practice. GET appears to be associated with harms in some patients.” This is too
strong a statement given that the evidence in Table A is contradictory.
CBT/counseling studies have “mainly positive results, but mixed.” GET has
positive results, but GET+CBT has no effect. In addition, GET studies had high
withdrawals due to harms.” In addition, on page 27 “There is low strength
evidence, based on 14 trials, that CBT, either group or individual; self-instruction
booklets; pragmatic rehabilitation; peer-to-peer counseling; and symptom
consultation provide improvement in fatigue, function, quality of life, and
employment in adult patients with ME/CFS.” And on page 31: “In summary most
trials of CBT or other counseling techniques suggested improvement in overall
functioning and fatigue symptoms in ME/CFS patients though in a trial that
followed individuals up 5 years after counseling, this affect was no longer seen.”
Finally, on page 32, Figure 3. Only three studies show a statistically significant
improvement on the SF-36 scale, Deale et al. (1997) (used Oxford definition), and
two by White et al. (2011) (PACE Trial, used Oxford definition). The Oxford
definition is much too broad, requiring only fatigue to diagnose ME/CFS, and
includes people with other fatiguing ilinesses, including depression.

Please revise the statements in the abstract about CBT and GET to reflect the
actual findings in the report.

Thank you for your comments. We agree
that the conclusions to the abstract were
too cursory and have edited the
conclusions.

Public Reviewer
# 38

Executive Summary

The conclusion of the abstract states “...negative effects of being given a
diagnosis of ME/CFS appear to be more universal.” This seems like odd wording
and gives the impression that doctors should not diagnose ME/CFS. In fact the
entire “Key Question 1c. What harms are associated with diagnosing ME/CFS?”
seems strange. There are many negatives associated with having a debilitating
and chronic iliness with no known cause, no treatment and no cure, but, in my
experience, receiving the diagnosis is a relief. | have two teenagers with ME/CFS,
and having a diagnosis of ME/CFS was very helpful in dealing with school
authorities who, prior to the diagnosis, insisted that | was a bad parent and my
kids were shirking school.

Please revise this statement in the abstract to reflect the fact that it is having the
illness causes problems, not receiving the diagnosis.

Thank you for your comments. We have
added discussion in the full report as
evidence allowed on the benefit of
receiving a diagnosis of ME/CFS, and we
have also revised our conclusion
statement.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
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Public Reviewer
# 38

Executive Summary

Page ES-1 “Uncertainty persists regarding the etiology and whether the condition
reflects a single pathologically discrete syndrome, subsets of the same illness, or
a nonspecific condition shared by other disease entities.” The end of this
sentence is an old and discredited view of ME/CFS. Researchers in the field
recognize that ME/CFS is a separate, organic illness. Please delete the end of
this sentence.

Thank you - we have expanded our
introduction to include patient and expert
opinion regarding ME vs. CFS.

Public Reviewer
# 38

Executive Summary

Page ES-3 (also page 2) “Childhood ME/CFS is uncommon...” This is not true.
Childhood ME/CFS has about the same prevalence as adult ME/CFS.

We have added pediatric prevalence
information to the introduction.

Public Reviewer
# 38

Executive Summary

Page ES-25 (also page ES-2, page 2, page 19, page 60) “Evidence suggests that
carrying an ME/CFS diagnosis is associated with perceived stigma, financial
instability, difficulty in social interactions and relationships, and a greater risk of
receiving a psychiatric diagnosis.” Again, it is not carrying the diagnosis that
causes problems, but having a chronic illness. Please consider rephrasing this
statement.

Thank you for your comment. We have
not compared the experience of this
chronic condition with others so cannot
comment on its similarity.

Public Reviewer
# 38

Executive Summary

Page ES-28 “One study comparing CBT with cognitive therapy, anaerobic
exercise, or relaxation found that those patients who remained within their energy
envelope (avoided overexertion and under exertion by exerting a comfortable
range of energy) had a significant improvement in mean fatigue and functioning
scores regardless of treatment arm.” This is an important point and should be
emphasized. In fact, this would be a better statement for the abstract than the
existing and inaccurate one about CBT and GET.

Thank you. We agree that this was an
interesting and innovative study. The
intent of the abstract is to summarize all
studies collectively, but we do report
further details on this study in the body of
the report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
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Public Reviewer
# 38

Executive Summary

Page ES-29 (also page 4, page 14, page 77): “We elected to include trials using
any pre-defined case definition but recognize that some of the earlier criteria, in
particular the Oxford (Sharpe, 1991) criteria, could include patients with 6 months
of unexplained fatigue and no other features of ME/CFS.” | don’t understand this
decision. If you think the Oxford definition has serious issues, then you should not
give studies using it the same credence as studies using more detailed criteria.
Please consider removing or down-weighting the importance of the Oxford criteria
studies.

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is outlined in the Key
Question 1 results in the report. After
consultation with the Working Group and
Technical Expert Panel, we elected to
include all case definitions in the report a
priori for several reasons. First, there are
very few trials; excluding some of these
definitions would limit the evidence even
further than is already outlined. Second,
the intent was that this could at least
provide a foundation to determine what
interventions may be effective. Where
available, we compared findings using
different case definitions to determine if
findings were consistent or not across
studies. We have expanded the
discussion of future research needs to
indicate that future studies should
perform sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria.

Public Reviewer
# 38

Executive Summary

Page ES-30 “Across all intervention trials, heterogeneity in the population
samples (different case definitions used for inclusion), outcomes evaluated, and
tools used to measure these outcomes, limited the ability to synthesize data.
Acceptance of a single case definition and development of a core outcome set
would aide in better studying the interventions to allow for more meaningful
guidance for clinicians, policy makers, and patients.” This is an important point.
One thing that would help with arriving at a single case definition would be to find
biological markers for ME/CFS. There is quite a bit of promising research and it is
very strange that none of it was included in this review. In fact it was deliberately
excluded as relating to etiology and not to diagnosis. It is too late to revise the
scope of this review, but hopefully future reviews will include studies searching for
biomarkers that might lead to better diagnostic criteria.

Thank you for your comment. We
recognize that the biomarker studies may
eventually provide insight into the
etiology and potentially the diagnosis of
ME/CFS, but this work is still in its
infancy for diagnosing the syndrome of
ME/CFS and has not been studied in a
way that reports diagnostic validity in
patients with diagnostic uncertainty;
therefore, most biomarker studies did not
meet inclusion criteria for this report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014
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Public Reviewer |Executive Summary
# 38

Typos:

Page ES-9: “diagnostic uncertainly” should read “diagnostic uncertainty”

Page ES-26 and page 70: missing closing quotation mark on “combination of
symptoms and signs which have been observed to occur together so frequently
and to be so distinctive that they constitute a recognizable clinical picture.

Thank you — these have been
addressed.

Marj van de Executive Summary
Sande
Co-Author/co-
editor, ICC and
ICP

Clarification: The International Consensus Criteria (ICC) advocate moving away
from the term CFS in favor of ME for those patients meeting the widespread
inflammation and multisystemic neuropathy that are characteristic of the
underlying pathophysiology of myalgic encephalomyelitis.

However, the International Consensus Criteria do NOT advocate embracing the
two terms as synonymous. The ICC point out the confusion and problems that
have arisen from using broadly inclusive criteria that do not discriminate ME
patients from those with other fatiguing conditions. The ICC advocate,
“Individuals meeting the International Consensus Criteria should be removed
from the Reeves empirical criteria and National Institute for Clinical Excellence
(NICE) criteria for chronic fatigue syndrome”. (1, page 334)

The International Consensus Panel provides further clarification for the need to
remove ME patients from the CFS umbrella in MYALGIC ENCEPHALOMYELITIS
— Adult & Paediatric: International Consensus Primer for Medical Practitioners. (2)
“Misperceptions have arisen because the name ‘CFS’ and its hybrids ME/CFS,
CFS/ME and CFS/CF have been used for widely diverse conditions... There is a
poignant need to untangle the web of confusion caused by mixing diverse and
often overly inclusive patient populations in one heterogeneous, multi-rubric pot
called ‘chronic fatigue syndrome’.... Our panel strongly recommends that only the
name ‘myalgic encephalomyelitis’ be used to identify patients meeting the
[International Consensus Criteria] ICC because a distinctive disease entity should
have one name. Patients diagnosed using broader or other criteria for CFS or its
hybrids (Oxford, Reeves, London, Fukuda, CCC, etc.) should be reassessed with
the ICC. Those who fulfill the criteria have ME; those who do not would remain in
the more encompassing CFS classification.... Not only does it make sense to
extricate ME patients from the assortment of conditions assembled under the
CFS umbrella, it is compliant with the WHO classification rule that a disease
cannot be classified under more than one rubric. The panel is not dismissing the
broad components of fatiguing illnesses, but rather the ICC are a refinement of
patient stratification. As other identifiable patient sets are identified and supported
by research, they would then be removed from the broad CFS/CF category.”
(emphasis added) (2, page ii)

Thank you for your clarification. We have
reviewed the ICC again and have edited
the report to reflect their preference of
the term ME. We have continued to use
the label ME/CS throughout the report in
accordance with the P2P workshop.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014
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Marj van de
Sande
Co-Author/co-
editor, ICC and
ICP

Executive Summary

(continued) 1. Carruthers BM, van de Sande MI, De Meirleir KL, Klimas DG,
Broderick G, Mitchell T, Staines D, Powles ACP, Speight N, Vallings R, Bateman
L, Baumbarten-Austrheim B, Bell DS, Carlo-Stella N, Chia J, Darragh A, Jo D,
Lewis D, Light AR, Marshall-Gradisbik S, Mena I, et al. Myalgic
encephalomyelitis: International Consensus Criteria. J Intern Med 2011; 270:
327-338. [PMID: 21777306] http://onlinelibrary.wiley.com/doi/10.1111/j.1365-
2796.2011.02428.x/pdf

2. Carruthers BM, van de Sande MI, De Meirleir KL, Klimas NG, Broderick G,
Mitchell T, Staines D, Powles ACP, Speight N, Vallings R, Bateman L, Bell DS,
Carlo-Stella N, Chia J, Darragh A, Gerken A, Jo D, Lewis D, Light AR, Light K,
Marshall-Gradisnik S, McLaren-Howard J, Mena |, Miwa K, Murovska M, Steven
S. Editors: Carruthers BM, van de Sande MI. MYALGIC ENCEPHALOMYELITIS
— Adult & Paediatric: International Consensus Primer for Medical Practitioners.
2012. ISBN 978-0-9739335-3-6 www.name-
us.org/DefintionsPages/DefinitionsArticles/2012 ICC%20primer.pdf

Thank you for your clarification. We have
reviewed the ICC again and have edited
the report to reflect their preference of
the term ME. We have continued to use
the label ME/CS throughout the report in
accordance with the P2P workshop.

Public Reviewer
#7

Executive Summary

The Draft Report states that: "We elected to include trials using any predefined
case definition but recognize that some of the earlier criteria, in particular the
Oxford (Sharpe, 1991) criteria, could include patients with 6 months of
unexplained fatigue and no other features of ME/CFS. This has the potential of
inappropriately including patients that would not otherwise be diagnosed with
ME/CFS and may provide misleading results."

This rather important caveat should be given greater prominence in the overall
report and any summary if it is a fundamental problem which could undermine the
conclusions of the entire review.

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is fully outlined in the Key
Question 1 results of the report. After
consultation with the Working Group and
Technical Expert Panel, we elected to
include all case definitions in the report a
priori for several reasons. First, there are
very few trials; excluding some of these
definitions would limit the evidence even
further than is already outlined. Second,
the intent was that this could at least
provide a foundation to determine what
interventions may be effective. Where
available, we compared findings using
different case definitions to determine if
findings were consistent or not across
studies. We have expanded the
discussion of future research needs to
indicate that future studies should
perform sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Executive Summary

Comment

The Solve ME/CFS Initiative and our Research Advisory Council thank the
Evidence--Based Practice Center and AHRQ for preparing this report and for the
attention to detail in the comprehensive review of the literature. Below we have
provided specific areas of comment and correction in the suggested format for
the authors to consider as they finalize this document.

Structured Abstract

On page vi of the conclusions in the structured abstract, either list all
interventions that showed benefit or state simply that there are several
interventions that showed benefit. The conclusions should not list only CBT and
GET as beneficial.

r'."_-\
@ Effective Health Care Program
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Thank you - we have revised our
conclusions summary to be more
reflective of the complete report results.

Public Reviewer
# 38

Executive Summary

Page ES-26 (also Table 7, page 75) “Patients with ME/CFS report feeling
stigmatized by their diagnosis in terms of financial stability, work opportunities,
perceived judgments on their character, social isolation, and interactions with the
health care system.” Again, it is not carrying the diagnosis that causes problems,
but having a chronic iliness. Please consider rephrasing this statement.

Thank you - we have expanded our
discussion of harms and potential
benefits of receiving a diagnosis of
ME/CFS.

Public Reviewer
#1

Executive Summary

Omissions Include

i) ES 29 and p. 77 Applicability: “Several features limit its generalizability to the
broader population of patients with ME/CFS, including factors surrounding the
diagnosis itself.”

i) Insufficiency in the conclusions should include -- ES 29 and p. 77 Implications
for Clinical and Policy Decisionmaking -- “the limitations in applicability as well as
the limitations of the evidence base make it difficult to draw firm conclusions with
implications for clinical practice”

iii) They should also include --

“Because of limitations in the evidence base, we did not have high confidence in
any of the findings from this review [regarding treatment?? or all] ....”

iv) It would be helpful if the abstract also stated what the review did along the
lines as is noted in ES-2 “It identifies areas of future research needed to better
inform the diagnostic process and treatment strategies.”

Thank you for your comments. We have
edited the executive summary and
abstract to clarify the limits of the report
as well as highlight the purpose more
clearly.

Peer Reviewer |Introduction Page 9, Line 13: Other expert conceptual work has built the logical argument for |This reference was reviewed and used to
#2 post-exertional malaise as a distinctive hallmark of chronic fatigue syndrome, as |inform our understanding of background
well: information.
Davenport TE, Stevens SR, VanNess MJ, Snell CR, Little T. Conceptual model
for physical therapist management of chronic fatigue syndrome/myalgic
encephalomyelitis. Phys Ther. 2010;90(4):602-614. PMID: 20185614.
Peer Reviewer |Introduction Page 9, Line 56: Consider providing the timeframe for prevalence as a rate, We have updated the information on
#2 because it is unclear from the current text. prevalence and have added a timeframe.
TEP Reviewer |Introduction A good overview of the issues surrounding the diagnosis and treatment of Thank you.

#4

CFS/ME is presented.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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TEP Reviewer |Introduction While none of the authors are subject matter experts is it clear that consideration [Thank you. Our expert panel greatly
#4 was given to the TEP members ie "Experts consider post-exertional malaise informed our understanding of the
(PEM) and memory or concentration problems critical components." Such condition and factors to consider in our
consideration is greatly appreciated. approach to the report.
Peer Reviewer |Introduction the GET results are superficial and meaningless, in fact the ill effect of GET was |Thank you for your comments. We
#4 completely overlooked The CBT benefit were not analysed in a scientific manner, |developed our scope with input from the
no Karnofsky scores were quoted in either case. Working Group and our Technical Expert
The paper was written to substantiate a flawed CBT/ GET protocol that has been |[Panel. We have reported the results that
shown to be non effective in various critical assessments were reported in the trials. There were a
few trials that reported the Karnofsky
Performance Scale and those are
reported in our results section when
applicable.
Peer Reviewer |Introduction | do not have any problems with the introduction. It describes the current sad Thank you for your comments.
#5 state of ME/CFS definitions and diagnosis and introduces the tasks the authors
carried out.
TEP Reviewer |Introduction Generally a good overview of ME/CFS issues. The authors do seem to getthat |Thank you.
#6 this is a complicated and frustrating condition and | commend them for it.
David Egan Introduction The "term ME was first used in the 1930s after an outbreak of neuromyesthenia" |Thank you for informing the historical

is a lie and factually wrong. ME was first used to define the illness by Dr.Donald
Acheson in the Lancet medical journal in 1955 and has been used ever since-
Outbreak at the Roval Free. E.D Acheson. The lancet, Volume 266,Issue
6886,Pages 394- 395, 20 August 1955.

perspective. We have changed the text
accordingly:

"Although reports of similar symptom
clusters date back to the 1930s, the term
myalgic encephalomyelitis (ME) was first
used to describe the condition in the
1950s and was recognized by the World
Health Organization in the 1960s. The
term chronic fatigue syndrome (CFS)
was coined in the 1980s after research
failed to identify a clear viral association
with what was previously labeled chronic
Epstein-Barr virus syndrome. Other
terms such as post viral fatigue
syndrome and chronic fatigue immune
dysfunction syndrome have been used in
an attempt to associate the syndrome
with possible underlying etiologies.”

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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David Egan Introduction "CFS was first coined in the 1980s". Given that both terms have been used in
The term 'CFS' was used to describe an ME outbreak in lake Tahoe in the mid the literature (both combined and
1980's. The very term 'CFS' is misleading and unscientific, and this was individually), we have elected to use
deliberately done by a Dr. Straus who wished to make ME disappear by using a |them together as a single term. We have
new invented term 'CFS'. This term was then perverted into an unspecific also attempted to shed light on how the
psychological illness by certain individuals in the CDC and NIH. Dr.Straus' letter |case definitions that are associated with
to Dr. Fukuda shows an attempt to do this, and leave many patients with no these terms may highlight distinct
proper diagnostics and no proper treatments for a serious biological illness symptom sets (see key question 1).
http://www.me-ireland.com/straus/straus.htm This has had serious
consequences, including premature death for many patients- http://www.ncf-
net.org/memorial.htm
ME is ME, it should not have been called 'CFS' or any other name. So let us call
ME what it really is 'ME' and diagnose and treat it as a biological illness.

David Egan Introduction "Over the years, there has been disagreement on the underlying etiology and Thank you - yes, we agree that the
whether the conditions represented by these terms reflect a single pathologically |[syndrome of ME has been well
discrete syndrome, subsets of the same illness, or a nonspecific condition shared |documented over the years. However,
by other disease entities" the cause (etiology) of the condition
This is factually wrong. ME has been well documented since 1955, the WHO remains unknown.
classified it in 1969. Please read www.me-ireland.com and learn the facts about
ME and outbreaks and epidemics prior to and after 1955.

David Egan Introduction "The first set of clinical criteria defining the condition were published in 1988" Thank you - we have clarified this
This is factually wrong. The first clinical criteria were described and used by Dr.  |statement to indicate that the first case
Acheson in 1959, updated by Dr. Richardson in the early 1960's and by Dr. definition with an associated set of
Ramsey in 1986 clinical criteria was published in 1988.

We added a comment about the WHO
classification in the introduction.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Introduction

Volume 3 Issue 3 of the journal Biology 10.3390/biology3030606 contains an
article by David Maughan and Michael Toth entitled “Discerning Primary and
Secondary Factors Responsible for Clinical Fatigue in Multisystem Diseases”
published on September 22, 2014. These are researchers from the Department
of Molecular Physiology and Biophysics from the University of Vermont,
Burlington, VT. The article’s abstract states the following:

Abstract

Fatigue is a common symptom of numerous acute and chronic diseases,
including myalgic encephalomyelitis/chronic fatigue syndrome, multiple sclerosis,
heart failure, cancer, and many others. In these multi-system diseases the
physiological determinants of enhanced fatigue encompass a combination of
metabolic, neurological, and myofibrillar adaptations. Previous research studies
have focused on adaptations specific to skeletal muscle and their role in fatigue.
However, most have neglected the contribution of physical inactivity in assessing
disease syndromes, which, through deconditioning, likely contributes to
symptomatic fatigue. In this commentary, we briefly review disease-related
muscle phenotypes in the context of whether they relate to the primary disease or
whether they develop secondary to reduced physical activity. Knowledge of the
etiology of the skeletal muscle adaptations in these conditions and their
contribution to fatigue symptoms is important for understanding the utility of
exercise rehabilitation as an intervention to alleviate the physiological precipitants
of fatigue.

This brings to mind several points. IF myalgic encephalomyelitis (ME) is a
subtype of Chronic Fatigue Syndrome (CFS), which | don’t believe it is, then so
should be any and all acute and chronic diseases in which fatigue is a common
symptom, such as cancer, multiple sclerosis, heart failure, obstructive pulmonary
disease, lupus, AIDS and so on. | have never seen Cancer/CFS or MS/CFS.
Neither have | ever seen CBT and GET touted as the main, central, effective
treatment for any of these diseases, except for the disease ME. | don't think
cancer patients, their families, and the general public would tolerate the only
treatment options available to them being CBT and GET, no matter how cost
effective that might be, in spite of the fact that it certainly would not be very
therapeutically effective. No, the government has put billions of dollars into
researching these diseases so that at this point in time they have treatment
options available to them. Unfortunately, that is not the case with ME, which,
throughout its history, has received a mere pittance in research dollars.
Consequently, there are no treatment options available for ME. This makes this
P2P study rather lame. This insufficiency and lameness is what the P2P report
should have pointed out. Instead it produced a report with many flaws:

1) The failure to be clear and specific about what disease was being studied

Given that both terms have been used in
the literature (both combined and
individually), we have elected to use
them together as a single term. We have
also attempted to shed light on how the
case definitions that are associated with
these terms may highlight distinct
symptom sets (see key question 1).
Additionally, we have added language in
the introduction, discussion, and future
research areas of the report to
acknowledge the desire of the ME/CFS
community and patients to adopt the
term ME rather than CFS, which is
considered too non-specific a term.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Introduction
# 39

A brief examination of the Executive Summary section of the Draft Comparative
Effectiveness Review "Diagnosis and Treatment of Myalgic
Encephalomyelitis/Chronic Fatigue Syndrome (ME/CFS)," prepared for the
Agency for Healthcare Research and Quality (AHRQ) and published online
September 22, 2014, reveals glaring factual and conceptual errors raising serious
questions of the authors' qualifications and the fitness of their Review for its
intended purpose. The Review is to be used as an allegedly objective knowledge
base for the panel of non-experts at the upcoming Pathways to Prevention (P2P)
Workshop on "ME/CFS."

The first paragraph of the Background section of the Executive Summary on page
ES-1 states:

Myalgic encephalomyelitis (ME) and/or chronic fatigue syndrome (CFS) is a
condition characterized by chronic and disabling fatigue as well as various
additional manifestations including pain, sleep disturbance, neurological and
cognitive changes, motor impairment, and altered immune and autonomic
responses. [1-3] Experts consider post-exertional malaise (PEM) and memory or
concentration problems critical components. [4] [Superscript reference numbers
of the original are shown here in brackets.]

These are the references cited in the paragraph:

1. Carruthers BM, Jain AK, de Meirleir KL, et al. Myalgic
Encephalomyelitis/Chronic Fatigue Syndrome: Clinical Working Case Definition,
Diagnostic and Treatment Protocols. J Chronic Fatigue Syndr. 2003;11(1): 7-115.
2. Carruthers BM, van de Sande MI, De Meirleir KL, et al. Myalgic
encephalomyelitis: International Consensus Criteria. J Intern Med. 2011;270(4):
327-38. PMID: 21777306.

3. Fukuda K, Straus SE, Hickie I, et al. The chronic fatigue syndrome: a
comprehensive approach to its definition and study. International Chronic Fatigue
Syndrome Study Group. Ann Intern Med. 1994;121(12): 953-9. PMID: 7978722.7.
4. Jason LA, Brown A, Evans M, et al. Contrasting chronic fatigue syndrome
versus myalgic encephalomyelitis/chronic fatigue syndrome. Fatigue.
2013;1(3)PMID: 23914329.

The use of the term "Myalgic encephalomyelitis (ME) and/or chronic fatigue
syndrome (CFS)" raises some basic questions. The term presupposes an identity
and common referent for the terms "ME" and "CFS" at the outset of the Review
which is belied by one of the very references cited. Reference 2 is the 2011
Myalgic Encephalomyelitis: International Consensus Criteria (ME ICC)
(Carruthers, 2011) developed by a highly qualified international panel of
experienced doctors and biomedical researchers. The IC panel clearly states that
ME and CFS should not be used to refer to the same condition, and further states
that ME is not characterized by "chronic and disabling fatigue," as claimed by the
Review authors.

We have reviewed the consensus panel
statement and have edited the report text
accordingly:

"The most recent international
consensus report advocates moving
away from the term CFS in favor of the
term ME to better reflect an underlying
pathophysiology involving widespread
inflammation and neuropathology, and to
embrace the two terms as synonymous.
This panel of experts suggests that ME is
a distinct illness inaccurately represented
by the broader criteria of CFS.”

And:

“They recommend that patients meeting
the International consensus criteria be
given the name ME, and that those only
meeting the criteria for CFS remain
classified as CFS."

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer
# 39

Introduction

(continued) The ME ICC state:

Using ‘fatigue’ as a name of a disease gives it exclusive emphasis and has been
the most confusing and misused criterion. No other fatiguing disease has ‘chronic
fatigue’ attached to its name — e.g. cancer/chronic fatigue, multiple
sclerosis/chronic fatigue — except ME/CFS. Fatigue in other conditions is usually
proportional to effort or duration with a quick recovery and will recur to the same
extent with the same effort or duration that same or next day. The pathological
low threshold of fatigability of ME described in the following criteria often occurs
with minimal physical or mental exertion and with reduced ability to undertake the
same activity within the same or several days. (Carruthers, 2011, page 328)

The ME ICC characterize ME this way:

Myalgic encephalomyelitis is an acquired neurological disease with complex
global dysfunctions. Pathological dysregulation of the nervous, immune and
endocrine systems, with impaired cellular energy metabolism and ion transport
are prominent features. Although signs and symptoms are dynamically interactive
and causally connected, the criteria are grouped by regions of pathophysiology to
provide general focus. (Carruthers, 2011, page 329)

In no legitimate way can this statement be construed to mean the subjective
symptom of "fatigue.” The ME ICC do not even list chronic fatigue as a necessary
symptom for an ME diagnosis, let alone as a characterizing feature of the
disease. It is a gross misrepresentation for the Review authors to cite the ME ICC
as a reference for their misleading contention that ME and CFS refer to the same
condition "characterized by chronic and disabling fatigue." Using the ME ICC as a
reference for this contention displays either an unfamiliarity with the cited
reference or a deliberate attempt to mischaracterize the reference to support a
contested statement when, in fact, the reference contradicts the statement. Such
carelessness, at best, or intellectual dishonesty, at worst, should be sufficient
disqualification for these authors as a source of accurate, reliable, and objective
information.

Furthermore, the concluding sentence of the paragraph states, "Experts consider
post-exertional malaise (PEM) and memory or concentration problems critical
components. [4]" Reference 4 is a secondary, social science paper that again
does not support the contention of the Review authors. Going to the primary
definitional sources cited by the Review and used in Reference 4, Reference 1 is
the 2003 Canadian Consensus Criteria for ME/CFS (CCC) (Carruthers, 2003).
The CCC do not just consider PEM to be a "critical component,” but more
specifically an essential, necessary symptom for an ME/CFS, the term used by
the CCC, diagnosis. Reference 3, the 1994 Fukuda case definition of CFS, lists
PEM as one of eight optional symptoms for a CFS diagnosis — hardly a "“critical
component.” Reference 2, the ME ICC, objects to the term "post-exertional
malaise" (PEM) altogether:

We have reviewed the consensus panel
statement and have edited the report text
accordingly:

"The most recent international
consensus report advocates moving
away from the term CFS in favor of the
term ME to better reflect an underlying
pathophysiology involving widespread
inflammation and neuropathology, and to
embrace the two terms as synonymous.
This panel of experts suggests that ME is
a distinct illness inaccurately represented
by the broader criteria of CFS.”

And:

“They recommend that patients meeting
the International consensus criteria be
given the name ME, and that those only
meeting the criteria for CFS remain
classified as CFS."

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Introduction (continued)‘Malaise’ — a vague feeling of discomfort or fatigue [41] — is an We have reviewed the consensus panel
# 39 inaccurate and inadequate word for the pathological low-threshold fatigability and |statement and have edited the report text
postexertional symptom flare. Pain and fatigue are crucial bioalarm signals that  |accordingly:
instruct patients to modify what they are doing in order to protect the body and "The most recent international
prevent further damage. Postexertional neuroimmune exhaustion [PENE] is part |consensus report advocates moving
of the body’s global protection response and is associated with dysfunction in the |away from the term CFS in favor of the
regulatory balance within and between the nervous, immune and endocrine term ME to better reflect an underlying
systems, and cellular metabolism and ion transport [42—46]. The normal activity/ |pathophysiology involving widespread
rest cycle, which involves performing an activity, becoming fatigued and taking a |inflammation and neuropathology, and to
rest whereby energy is restored, becomes dysfunctional. [See the original paper |embrace the two terms as synonymous.
for references cited.] (Carruthers, 2011, page 331) This panel of experts suggests that ME is
Again, within a single paragraph, the Review authors have either carelessly or a distinct illness inaccurately represented
deliberately mischaracterized references to support questionable claims. by the broader criteria of CFS.”
And:
“They recommend that patients meeting
the International consensus criteria be
given the name ME, and that those only
meeting the criteria for CFS remain
classified as CFS."
Peer Reviewer |Introduction The Introduction is the best part of this flawed review. We are grateful that the background was

#3

informative as it is designed to provide a
framework for the report. The evidence
report follows a systematic process with
pre-defined inclusion criteria and thus
may not be as inclusive as the
introduction.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014

16




Commentator
& Affiliation

AHRQ

Agency for Healthcare Research and Quadty

* wacw aheg o

Section

Comment

o —
(©) Effective Health Care Program

Response

Public Reviewer |Introduction The British versions began with elaborate theorizing rather than the empirical Thank you for your comments. We have
# 40 data, however paltry, that the American naming had relied on. Their theory highlighted the differences in case
asserts that “false beliefs” and “deconditioning” lay behind the complaints of un- |definitions in the results for Key Question
wellness accompanied by fatigue which Britain’s general practitioners (GPs) were |1 as well as reviewed what is available
likely to hear. The theorizing sprung fully formed from a psychiatrist's imagination, |about how patients and/or providers
rather like Athena from Zeus’ head. While quite legally appropriating the un- experience the name/label, as well as
trademarked name of Chronic Fatigue Syndrome, they named two new the diagnosis. Your historical perspective
definitions for their creation “Oxford Definition” and “London Definition.” has been very enlightening.
The AHRQ Evidence Review must reflect that neither is to be considered in any
way synonymous with the “Chronic Fatigue Syndrome” derived from the Incline
Village outbreak of Myalgic Encephalomyelitis, and laid out, albeit imperfectly, in
the Fukuda definition.
The U.K. - invented definitions of “CFS” do not involve immune dysfunction,
neurological symptoms. infections, sore throats, swollen glands, new headaches,
or myalgias, all of which are cited in the U.S. disease. Most important, they do not
recognize Post-exertional Malaise (PEM.) Mainly it seems they are characterizing
clinical depression not previously diagnosed. ...
Public Reviewer |Introduction Firstly, a brief apology for not being as thorough and well researched in my We have attempted to outline the social

#2

comments as | would like, and the clumsy structure of my response. | have only
been able to look in detail at a couple of areas, and | am concerned that the
limited time provided for comments on this draft may lead to important issues
going unaddressed

| hope that this is only the beginning of a process which will provide further time
for discussion and debate as the review develops. The political and social context
around ME/CFS needs to be addressed, particularly as part of any attempt to
assess the costs and benefits of biopsychosocial approaches to the management
of patients, and this requires extra work and care from those conducting any
review, certainly in comparison to an assessment of the efficacy of a
pharmaceutical intervention which can be assessed in double-blind trials.

context of the condition and how it
affects patients, but it is beyond the
scope of this report to consider the
political context as it may exist as well as
specific financial costs. We have
endeavored to relay the benefits and
harms of treatments clearly and in an
unbiased manner.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Introduction

AHRQ appears to have borrowed the combination term "ME/CFS" from NIH,
which has quite recently begun using "ME/CFS" to mean the sum of any and all
disease descriptions that include the terms CFS or ME, without any rationale for
the inclusion of all such descriptions under a single clinical label, and lacking any
formal or informal definition, let alone any kind of validation. The only truly formal
use of the term "ME/CFS" was by the 2003 Canadian Consensus document [6],
which sought to identify a legitimate clinical entity, as close as possible to
previously described ME, from the excessively non-specific CFS constructs, while
- perhaps unwisely - compromising on terminology. The term ME/CFS is also
often used informally by clinicians, researchers, advocacy groups and patients for
pragmatic purposes and to try to raise awareness of ME while acknowledging
that ME is rarely given as a diagnosis in countries such as the United States,
where most patients who better satisfy ME criteria have been diagnosed with
CFS instead. ...

In the interests of scientific rigor and proper disease surveillance, NIH/HHS must
not conflate established case definitions that have not been demonstrated to
describe the same clinical entity. The primary inadequacy of the AHRQ report is
the a priori nosological and semantic error of conceptually subsuming ME within
the CFS diagnostic construct without sufficient validation.

Absent a drastic revision of its current draft report that would reflect a real
understanding of these fundamental nosological issues, | urge AHRQ to inform
NIH that it cannot participate in P2P, nor publish an evidence review, on scientific
and ethical grounds .

Given that both terms have been used in
the literature (both combined and
individually), we have elected to use
them together as a single term. We have
also attempted to shed light on how the
case definitions that are associated with
these terms may highlight distinct
symptom sets (see key question 1).
Additionally, we have added language in
the introduction, discussion, and future
research areas of the report to
acknowledge the desire of the ME/CFS
community and patients to adopt the
term ME rather than CFS, which is
considered too non-specific a term.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer
#1

Introduction

Opinion of experts important and should be considered at this stage of
development, not ruled out because of an “inherent risk of bias”. The potential for
bias should be noted but work not entirely discounted as a result. (Cross
reference to Comment one dealing with case definition)

Reference in Review -- ES-29 “Given that the condition is a syndrome with a
constellation of symptoms and lacking a gold standard for diagnostic comparison,
it is at inherent risk of bias by the opinion of experts.”

Discussion — Attempts to minimize bias may inadvertently have resulted in
important information being ignored or downplayed.

In spite of an attempt to undertake the review impartiality through extraction of the
evidence to tables (which are then carefully compared) inconsistencies and gaps
arise. Many studies trying to bridge distance between case definitions (pattern
recognition) and the biological underpinnings.

Scadding JG. Diagnosis: the clinician and the computer (Ref. 117 (p. 90) Lancet.
1967:2((7521):877-82 PMID: 4168324) is used as a reference for the term
‘syndrome’; “a combination of symptoms and signs which have been observed to
occur together so frequently and to be so distinctive that they constitute a
recognizable clinical picture.” The Scadding reference also discusses the natural
evolution from the use of pattern recognition to one that is more rules-based
[And, more amenable to the strict evidence-based medicine approach.]

The evolution noted by Scadding has been described more recently by authors
Clayton Christensen, Jerome Grossman and Jason Hwang in their book, The
Innovator’s Prescription: A Disruptive Solution to Health Care. McGraw Hill 2008.
They see an evolution from “intuitive medicine” using and needing highly trained
professionals to “empirical medicine.”

p. xxii “When precise diagnosis isn't possible, then treatment must be provided
through intuitive medicine, where highly trained and expensive professionals
solve medical problems through intuitive experimentation and pattern recognition.
As patterns in these patients become clearer, care evolves into the realm of
evidence-based, or empirical medicine — where data is amassed to show that
certain ways of treating patients are, on average, better than others. Only when
diseases are diagnosed precisely, however, can therapy that is predictably
effective for each patient be developed and standardized. We term this domain
precision medicine.”

Thank you for your comment. We have
included in our introduction and
discussion references that otherwise
would not have met our inclusion criteria
to hopefully provide a more inclusive
impression of the ME/CFS community
and their perspectives. That said, the
approach to the evidence for our results
is scientifically based and follows a strict
methodological protocol that does not
include opinion pieces.

Public Reviewer
#41

Introduction

The top 10 tests for MECFS have already been determined in Canada.

Thank you - we have reviewed these.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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cause or perpetuating factors of ME/CFS. We believe what is intended here is to
help the reader understand that the review will focus on evidence using
symptoms for diagnosis versus objective markers (since none have been
validated) or possible causes (since no causal factors have been confirmed).

The last sentence of the Introduction on page 2, “This report is not intended to be
used or likely to be useful to develop criteria for disability or insurance” somewhat
contradicts what is stated on page ii, “The final report (not draft) may be used, in
whole or in part, as the basis for development of clinical practice guidelines and
other quality enhancement tools, or as a basis for reimbursement and coverage
policies” and should be clarified/corrected.

Trinka Introduction I concur with and request the input at the following Occupy CFS webpage listed [Thank you for your comments. We have
Schneider on below be incorporated before any dratft is finalized. At the UN CRPD Ad Hoc reviewed the OccupyCFS website and
behalf of Public Committee the theme Nothing about us without us was lifted up as a gold attempted to share some of the
Reviewer # 39 standard for incorporating patient expert CFS clinicians and researchers as well |perspectives of patients and advocacy

as NGO input into any drafting process. We should not do any less. groups in our introduction, discussion,

and future research needs sections.

Solve ME/CFS |Introduction Introduction Thank you - this information was
Initiative and On page 2, last sentence of 1st paragraph, “Economic impact is considerable obtained from the review paper, so we
Research with most adult patients never returning to work.” the original economic impact have continued to cite it as our source.
Advisory papers (there are 3) should be cited rather than these review articles.
Council
Solve ME/CFS (Introduction On page 1, 3rd paragraph of the Introduction, it indicates that few if any risk Thank you - we have expanded our
Initiative and factors have been identified. However, there are several published epidemiology, [discussion of this section but reiterate
Research birth cohort, twin and primary care studies that have identified risk markers that although associations have been
Advisory including being female, recent viral infection, genetic vulnerability and family noted, no definitive risk factor has been
Council history. All of these provide important and potential diagnostic clues for ME/CFS |identified.

and while excluded from the review, should at least be noted in the Introduction.
Solve ME/CFS |Introduction On page 1 of the Introduction it is stated, “This review is not intended to address |Thank you for your comments. ME/CFS
Initiative and the question of etiology nor underlying factors that lead to the onset or is challenged by the lack of
Research perpetuation of ME/CFS but rather to focus on the diagnosis and treatment of this |understanding regarding etiology and
Advisory syndrome.” lack of a reference standard for
Council « It would be helpful to clarify how diagnosis is possible without understanding the |diagnosis. We have expanded our

discussion of diagnosis when a reference
standard does not exist and discussed
the limitations that this presents. We
have clarified in the methods section that
we are not considering intermediate
outcomes such as biomarkers for
measures of treatment effectiveness
given that there remains uncertainty as
to the meaningfulness of these findings.
The comment regarding basis for
reimbursement and coverage policies is
a disclaimer by AHRQ rather than an
endorsement that it should be used as
such. We have expanded the text to
indicate that it is not intended for this
use.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer
# 52

Introduction

| feel that the inclusion of the Oxford definition in your review is a fatal flaw that
will render your efforts at best meaningless and at worst harmful to those with
MECFS.

We have outlined the differences
between case definitions in key question
1 but have elected to include all case
definitions in the report a priori with the
intent that the evidence could at least
provide a review of what is currently
known and the limitations of this
research in order to provide guidance for
future research. Where available, we
compared findings using different case
definitions to determine if findings were
consistent or not across studies. . We
have expanded our discussion of the
limitations, applicability and future
research to highlight the need for
subgroup analysis to determine how
different populations may respond.
Additionally, we have edited our report to
highlight any differences noted when
different case definitions are used; It was
our intent to err on the side of including
important and/or informative evidence
from earlier studies and to also highlight
differences if differences exist.

Public Reviewer
# 42

Introduction

Executive Summary page vi whereas the negative effects of being given a
diagnosis of MECFS appear to be more universal This is an ambiguous
statement | read it as if a patient is diagnosed with MECFS it makes them worse
in someway whereas what it actually refers to Page ES11 is the stigma and
medical prejudice patients experience.

Thank you for this comment. We have
changed the conclusion statement in
each section.

Public Reviewer
#3

Introduction

| concur with and request the input at the following Occupy CFS webpage listed
below be incorporated before any draft is finalized. At the UN CRPD Ad Hoc
Committee the theme Nothing about us without us was lifted up as a gold
standard for incorporating patient expert CFS clinicians and researchers as well
as NGO input into any drafting process. We should not do any less.

Thank you - we have reviewed the
Occupy CFS website. We have included
patients on our Technical Expert Panel
and have included an expert in the field
as a consultant throughout the course of
the review.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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I am 52 years old on medical disability and suffering from Myalgic
Encephamyelitis Chronic Fatigue Syndrome also known as MECFS. | need your
help http www.effectivehealthcare.ahrq.gov searchforguidesreviewsandreports
pageactiondisplay Product productiD1976 Here are the SCIENTIFIC articles from
just the past MONTH http www.sciencedirect.com scienceatrticlepii
S1043466614002919 http www.prohealth.commecfsinflammatory and oxidative
and nitrosative stress cascades as new drug targets in myalgic encephalomyelitis
and chronic fatigue syndrome Inflammatory and oxidative and nitrosative stress
cascades as new drug targets in myalgic encephalomyelitis and chronic fatigue
syndrome A paper discusses drug candidates for ME and CFS which target
inflammatory pathways... October 1 2014 High Throughput Sequencing of
Plasma MicroRNA in Chronic Fatigue SyndromeMyalgic Encephalomyelitis High
Throughput Sequencing of Plasma MicroRNA in Chronic Fatigue Syndrome
Myalgic Encephalomyelitis Researchers identify circulating miRNAs from CFSME
patients providing a basis for CFSME biomarkers.... September 30 2014 Use of
single nucleotide polymorphisms SNPs to distinguish gene expression subtypes
of chronic fatigue syndrome myalgic encephalomyelitis CFSME Use of
singlenucleotide polymorphisms SNPs to distinguish gene expression subtypes of
chronic fatigue syndromemyalgic encephalomyelitis CFSMEHuman SNPs located
within CFSME associated genes are associated with particular genomic subtypes
of CFSME... September 29 2014 Tryptophan depletion in chronic fatigue
syndrome a pilot crossover studyTryptophan depletion in chronic fatigue
syndrome a pilot crossover study In a pilot study MECFS patients do not appear
to have excessive serotonin levels... September 22 2014 The effect of relaxation
therapy on autonomic functioning symptoms and daily functioning in patients with
chronic fatigue syndrome or fiboromyalgia a systematic review The effect of
relaxation therapy on autonomic functioning symptoms and daily functioning in
patients with chronic fatigue syndrome or fibromyalgia a systematic review A
systematic literature study finds that guided imagery may help relieve pain for
some patients... September 12 2014 Overcoming the barriers to the diagnosis
and management of chronic fatigue syndromeME in primary care a meta
synthesis of qualitative studies Overcoming the barriers to the diagnosis and
management of chronic fatigue syndromeME in primary care a meta synthesis of
qualitative studies Skepticism among health professionals can lead to reluctance
to make a diagnosis of MECFS... September 6 2014 Symptoms of autonomic
dysfunction in chronic fatigue syndrome Symptoms of autonomic dysfunction in
chronic fatigue syndrome An abnormality of dynamic blood pressure regulation is

particularly associated with fatigue severity in CFSME...

N
CO Effective Health Care Program

Response

Thank you for your suggestions. We
have reviewed the citations suggested
which do not meet the inclusion criteria
for this report

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Introduction (continued) September 5 2014 An exploration of the Impact of Chronic Fatigue  |Thank you for your suggestions. We
#43 Syndrome and Implications for Psychological Service Provision An exploration of |have reviewed the citations suggested
the Impact of Chronic Fatigue Syndrome and Implications for Psychological which do not meet the inclusion criteria

Service Provision A study finds that social support is greatly lacking for sufferers |for this report.
of chronic fatigue syndrome... September 4 2014 Here are other pertinent articles
that may interest you What is the current NHS service provision for patients
severely affected by chronic fatigue syndromemyalgic encephalomyelitis A
national scoping exercise What is the current NHS service provision for patients
severely affected by chronic fatigue syndromemyalgic encephalomyelitis A
national scoping exerciseStudy finds limited access to specialist care for patients
with severe MECFS... August 27 2014 Characterization of Natural Killer Cell
Phenotypes in Chronic Fatigue Syndrome Myalgic Encephalomyelitis
Characterization of Natural Killer Cell Phenotypes in Chronic Fatigue Syndrome
Myalgic Encephalomyelitis A study characterizes four NK cell phenotypes in
CFSME that indicate reduced NK function... July 25 2014 Human herpes virus 6
and the nervous system Human herpes virus 6 and the nervous system HHV6
infects most infants by the age of 2 and has been implicated in many central
nervous system CNS diseases ... July 24 2014 Induction of interleukinl1B by
activated microglia is a prerequisite for immunologically induced fatigue Induction
of interleukin 1B by activated microglia is a prerequisite for immunologically
induced fatigue Research finds that microglial activation in the brain through the
action of the cytokine IL1B induces fatigue.... July 19 2014 Association of
mitochondrial dysfunction and fatigue A review of the literature Association of
mitochondrial dysfunction and fatigue A review of the literature A review
examines studies that investigated the association of markers of mitochondrial
dysfunction with fatigue.... July 12 2014

Public Reviewer |Introduction | am 62 years old and have suffered with MECFS since March 1981. | am Thank you for sharing your story.
#43 disabled mostly home bound on oxygen 24/7 walk with a can or walker and have
inhome assistance for cooking cleaning grocery shopping etc. | have followed the
P2P Systematic Evidence Review process with great interest. | have several
concerns with both the methods used to evaluate research and the preliminary
results of the complex disease. My ability to provide input is limited by severe
Post Exertional Malaise brought on by numerous medical appointments in the
past few weeks. But | will try to communicate some of my concerns.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
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Public Reviewer
#44

Introduction

| am writing to protest the entire P2Pprocess including the production of this
report. | have had ME for 30 years Im homebound cant do anything | have a lot of
severe abnormalities mentioned in the scientific ME literature. Im outraged at the
US Department of Health Human Services HHS pretense that P2P is responsive
to the Chronic Fatigue Syndrome Advisory Committee CFSAC October 2012
recommendation to convene a stakeholder workshop including experts patients
and advocates to reach a consensus for a case definition useful for research
diagnosis and treatment. In no way is the P2P process responsive to this
recommendation. NIH has not engaged or involved stakeholders in a substantive
way. The Workshop panel consists of individuals with no expertise in ME or CFS.
It ignores the subsequent letter to HHS by disease experts who have adopted the
Canadian Case Definition for research to be updated as needed. Instead the
focus of the draft report is medically unexplained fatigue. By using evidence
based practice the very research studies that could move the field forward are
ignored. The report itself will unequivocally set back research and treatment and
lead to continued harm to patients quite possible worse than what has already
been inflicted on people like me. For these reasons | object to the continuance of
the P2P process including publication of this report its dissemination to the P2P
panel and its use for any other purposes.

Thank you for your comments. The
evidence report is only part of the P2P
workshop. The purpose of the P2P is to
identify areas for future research and not
to reach a consensus for a case
definition.

Public Reviewer
# 45

Introduction

| am a patient with MECFS in N.Ireland and | am writing to protest the entire P2P
process including the production of this report. | am outraged at the US
Department of Health Human Services HHS pretense that P2P is responsive to
the Chronic Fatigue Syndrome Advisory Committee CFSAC October 2012
recommendation to convene a stakeholder workshop including experts patients
and advocates to reach a consensus for a case definition useful for research
diagnosis and treatment.In no way is the P2P process responsive to this
recommendation. NIH has not engaged or involved stakeholders in a substantive
way. The Workshop panel consists of individuals with no expertise in ME or CFS.
It ignores the subsequent letter to HHS by disease experts who have adopted the
Canadian Case Definition for research to be updated as needed.Instead the
focus of the draft report is medically unexplained fatigue. By using evidencebased
practice the very research studies that could move the field forward are ignored.
The report itself will unequivocally set back research and treatment and lead to
continued harm to patients quite possible worse than what has already been
inflicted on people like me.For these reasons | object to the continuance of the
P2P process including publication of this report its dissemination to the P2P panel
and its use for any other purposes.

We are sorry to hear about the
debilitating effects experienced and hope
that future research will provide guidance
for more effective diagnosis and
treatment options.

Although the organization of the P2P
workshop and process is beyond the
scope of this report, one of the goals of
this review is to highlight the gaps in the
current research and provide
recommendations for future research.
We have expanded on this in the
discussion section. We have also
highlighted the differences between case
definitions and how this affects the types
of patients included in studies.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014

24




AHRQ
Agency for Healthcare Research and Quadty
A s g Ex * warn b gov

«

Commentator

o —
(©) Effective Health Care Program

Response

Section Comment

& Affiliation

Public Reviewer
# 46

Introduction

My concerns as expressed through occupyCFS.com Evidence about the
significant differences in patient populations and in the unreliability and
inaccuracy of some of these definitions was ignored andor dismissed. This
includes Dr. Leonard Jasons work undermining the Reeves Empirical definition a
study that shows the instability of the Fukuda definition over time in the same
patients studies demonstrating that Fukuda and Reeves encompass different
populations and differences in inclusion and exclusion criteria especially
regarding PEM and psychological disorders. Diagnostic methods were assessed
without first establishing a valid reference standard. Since there is no gold
reference standard each definition was allowed to stand as its own reference
standard without demonstrating it was a valid reference. Critical biomarker and
cardiopulmonary studies some of which are in clinical use today were ignored
because they were judged to be intended to address etiology regardless of the
importance of the data. This included most of Dr. Snells and Dr. Kellers work on
two day CPET Dr. Cooks functional imaging studies Dr. Gordon Brodericks
systems networking studies Dr. Klimass and Dr. Fletchers work on NK cells and
immune function and all of the autonomic tests. None of it was considered.
Treatment outcomes associated with all symptoms except fatigue were
disregarded potentially resulting in a slanted view of treatment effectiveness and
harm. This decision excluded Dr. Lerners antiviral work as well as entire classes
of pain medications antidepressants antiinflammatories immune modulators sleep
treatments and more. If the treatment study looked at changes in objective
measures like cardiac function or viral titers it was excluded. If the treatment
study looked at outcomes for a symptom other than fatigue it was excluded.
Treatment trials that were shorter than 12 weeks were excluded even if the
treatment duration was therapeutically appropriate. The big exclusion here was
the rituximab trial despite following patients for 12 months it was excluded
because administration of rituximab was not continuous for 12 weeks even
though rituximab is not approved for 12 weeks continuous administration in ANY
disease. Many other medication trials were also excluded for not meeting the 12
week mark.Counseling and CBT treatment trials were inappropriately pooled
without regard for the vast differences in therapeutic intent across these trials.
This meant that CBT treatments aimed at correcting false illness beliefs were
lumped together with pacing and supportive counseling studies and treated as
equivalent.Conclusions about treatment effects and harms failed to consider what
is known about ME and its likely response to the therapies being recommended.
This means that the PACE an Oxford study results for CBT and GET were not
only accepted despite the many flaws in those data but were determined to be
broadly applicable to people meeting any of the case definitions. Data on the
abnormal physiological response to exercise in ME patients were excluded and
so the Review did not conclude that CBT and GET could be harmful to these
patients although it did allow it might be possible.

Thank you for your comments. We have
reviewed the occupy CFS website.

We appreciate that there is no gold or
reference standard for ME/CFS
diagnosis and have used accepted
methodology with discussion of
limitations in our review of this evidence.
We have not included intermediate
outcomes such as biomarkers and
cardiopulmonary studies but have
identified that summarizing this data,
particularly as it surrounds PEM, is
appropriate for a subsequent review.
Although we recognize the importance of
better understanding PEM, the
diagnoses and treatment of individual
symptoms of ME/CFS was beyond the
scope of the questions designed by the
Planning Committee. other experts will
be speaking to these topics at the P2P
workshop.

The advice of the Technical Expert Panel
was that the most meaningful and helpful
to focus on the syndrome of ME/CFS
and the universally experienced
symptom of fatigue. we will recommend
areas of future research including a
systematic review on PEM diagnosis and
treatment which would be a topic unto
itself.

We appreciate your comment about
excluding studies of treatments that were
appropriately given for <12 weeks
duration and we have performed a
subsequent search to identify these
studies and have included discussion of
them in the report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Introduction My concerns as expressed through occupyCFS.com Evidence about the (continued)

# 46 significant differences in patient populations and in the unreliability and We have performed a secondary
inaccuracy of some of these definitions was ignored andor dismissed. This analysis of only CBT studies and have
includes Dr. Leonard Jasons work undermining the Reeves Empirical definition a |included this in our report. It is beyond
study that shows the instability of the Fukuda definition over time in the same the scope of this report to review
patients studies demonstrating that Fukuda and Reeves encompass different underlying etiology, including the
populations and differences in inclusion and exclusion criteria especially theories surrounding why CBT may be
regarding PEM and psychological disorders. Diagnostic methods were assessed |effective.
without first establishing a valid reference standard. Since there is no gold We have expanded our discussion of the
reference standard each definition was allowed to stand as its own reference limitations to the PACE study and others.

standard without demonstrating it was a valid reference.Critical biomarker and
cardiopulmonary studies some of which are in clinical use today were ignored
because they were judged to be intended to address etiology regardless of the
importance of the data. This included most of Dr. Snells and Dr. Kellers work on
two day CPET Dr. Cooks functional imaging studies Dr. Gordon Brodericks
systems networking studies Dr. Klimass and Dr. Fletchers work on NK cells and
immune function and all of the autonomic tests. None of it was considered.
Treatment outcomes associated with all symptoms except fatigue were
disregarded potentially resulting in a slanted view of treatment effectiveness and
harm. This decision excluded Dr. Lerners antiviral work as well as entire classes
of pain medications antidepressants antiinflammatories immune modulators sleep
treatments and more. If the treatment study looked at changes in objective
measures like cardiac function or viral titers it was excluded. If the treatment
study looked at outcomes for a symptom other than fatigue it was
excluded.Treatment trials that were shorter than 12 weeks were excluded even if
the treatment duration was therapeutically appropriate. The big exclusion here
was the rituximab trial despite following patients for 12 months it was excluded
because administration of rituximab was not continuous for 12 weeks even
though rituximab is not approved for 12 weeks continuous administration in ANY
disease. Many other medication trials were also excluded for not meeting the 12
week mark.Counseling and CBT treatment trials were inappropriately pooled
without regard for the vast differences in therapeutic intent across these trials.
This meant that CBT treatments aimed at correcting false iliness beliefs were
lumped together with pacing and supportive counseling studies and treated as
equivalent.Conclusions about treatment effects and harms failed to consider what
is known about ME and its likely response to the therapies being recommended.
This means that the PACE an Oxford study results for CBT and GET were not
only accepted despite the many flaws in those data but were determined to be
broadly applicable to people meeting any of the case definitions. Data on the
abnormal physiological response to exercise in ME patients were excluded and
so the Review did not conclude that CBT and GET could be harmful to these
patients although it did allow it might be possible.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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#2

should include studies that differentiate between individuals with ME/CFS and
other forms of fatigue, rather than exclusively focus on articles that compare the
clinimetric properties of various classification frameworks for the condition. Also,
the expression of study results as clinimetric test properties (i.e., derived from the
area under the receiver operating characteristics curve) seems unnecessarily
simplistic. The inclusion criteria for articles that address Key Question #1 should
include functional sub-classification of ME/CFS

Public Reviewer |Introduction PROTEST P2P Process on MECFS Thank you. Noted.

# 47

Public Reviewer |Introduction | am a MECFS patient in Sweden. The following are my comments. The draft We wish you well and appreciate your

#5 report | refer to as this study. Thank you for providing the opportunity to comment.|comments.

Public Reviewer |Introduction | am writing to protest the entire P2P process including the production of this Thank you - noted.

#2 report.

Public Reviewer |Introduction Comments on Draft Report entitled Diagnosis and Treatment of Myalgic Thank you for sharing your story.

#48 Encephalomyelitis Chronic Fatigue Syndrome MECFS By [Public Reviewer # 48]
formerly a Certified Financial Planner before being struck down and disabled by
M.E. in 2008. 102014 See General Comments Below.

TEP Reviewer |Methods The methodology is certainly adequate to the task. No issues with inclusion and |Thank you.

#2 exclusion criteria; logical exposition of the text.

TEP Reviewer |Methods With regard to the statistical measures, the authors inform the study using Thank you for this insightful comment.

#3 accuracy of classification yet there is no diagnostic gold standard on which to We have made changes to how we
assess accuracy. The authors even state on page ES-10: approach the write up for Key Question 1
“There is no diagnostic gold standard for ME/CFS and no studies evaluated the |and have attempted to highlight this lack
accuracy of current diagnostic methods” of gold standard and its implications.
And yet accuracy of classification is the very basis of Key Question 1 and the
discussion of the neural network classifier proposed by Linder et al. (2002)(ref.
38). If the Fukuda case definition is being used as such a de facto gold standard
then this should be stated clearly in the Outcomes section and in the section
entitied Data Extraction and Data Management. This is a major flaw in the report.

TEP Reviewer |Methods When referring to Key Question 1 in the section entitled Timing, the authors Thank you - you bring up an interesting

#3 mention that there was not timeline considered. Since the authors report that the |point of discussion. When reported, we
spontaneous recovery rate is substantially higher in pediatric cases and that the |did attempt to include duration of illness
majority of cases involve female subjects, one could argue that age and/or illness |for Key Question 2 but felt that any
progression play a role in determining the diagnostic signature and that these timing limitations to Key Question 1 may
should be considered. further reduce the available evidence.

Peer Reviewer |Methods Page 12, Line 49: The inclusion criteria for articles address Key Question #1 Thank you for this comment. We used

the standard outcomes for diagnostic test
evaluation studies, which include
sensitivity, specificity, and AUC among
others. We looked for articles that
addressed how subgroups vary (Key
Question 1b) but functional sub-
classification was not one of the intents
of this report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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TEP Reviewer
#4

Methods

Inclusion criteria was somewhat narrow. With a full text review of only 64 studies
included, broadening the search criteria would be instructive. While the
introduction acknowledges the critical components from the experts none of these
components were used in the selection criteria. The use of fatigue as the only
criteria for Key Question 1 diminishes the multi-system nature of the illness and is
a limitation, perhaps even a fatal flaw of the report. Please consider expanding
the criteria for Key Question 1 to include other important symptom features of the
syndrome.

The investigators reviewed 6,175
abstracts and 1,069 full text articles.
Unfortunately, only 79 studies (89
publications) met the pre-defined
inclusion criteria. A priori, we were
commissioned to review the evidence on
diagnosing the syndrome of ME/CFS
rather than methods used to diagnose
specific symptoms such as orthostatic
hypotension, PEM, etc. Identifying
diagnostic tests for specific symptoms
was beyond the scope of this report.

TEP Reviewer
#4

Methods

Search strategies are well stated and logical. Criterion for outcome measures is
quite narrow. Statistical methods are reasonable.

The outcome measures addressed were
pre-defined, and for Key Question 1 were
reflective of the utility of the tool as a
diagnostic test for the syndrome of
ME/CFS. The outcomes for Key
Question 2 were pre-defined and
focused on patient-centered measures
reflective of change in the syndrome of
ME/CFS rather than specific symptoms.
In consultation with the NIH working
group, AHRQ, and the technical expert
panel, it was decided to include fatigue
as an outcome measure given its
universal presence in all case definitions.

Peer Reviewer
#3

Methods

As an example of the lack of quality | will focus on the Diagnostics section (other
sections have the same problems).

Nearly all of the publications reviewed in the Diagnostics section were from
second rate journals (impacts less than 2.5) that are not freely available. These
studies mostly have very small samples sizes, most much too small to have
meaningful ROC analyses, and still included these, and included statistics that
were not corrected for multiple comparisons. Further no a priori hypotheses were
mentioned and no blinding procedures were in place for nearly all studies
reported on. Studies that had AUC mentioned in them were included even when
these AUCs were not of ROCs. The AUCs in these studies were nothing but
methods used to collapse data collected over different times into one measure in
order to decrease the number of measurements to obtain any statistical power.
This is commonly used in many of the excluded studies but because AUC was
not in the abstracts, they were excluded from review.

Thank you for this comment. The
standard approach in an evidence review
is to evaluate all applicable literature
regardless of journal, and to rate studies
as to applicability and quality. If provided
with additional studies that reported
AUCs we would be happy to review
them.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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consider. A number of studies that are promising with regard to development of
objective diagnostic methods were not listed as included or excluded, thus
suggesting they were overlooked. However, the rigorous exclusion criteria would
probably have eliminated, most, if not all, of the studies which | have happened to
notice were missing from the lists provided. The statistical methods that were
used were appropriate for a field far more mature—and well-funded—than
ME/CFS. The authors worked hard to evaluate the papers they selected for
fulfilling the statistical criteria they outlined.

Peer Reviewer |Methods For the diagnostic methods, while 11 studies were reviewed, many of these were |We agree that this is a limitation of the
#3 from the same data set from the same group. 8 of the studies were from 3 published literature. We have revised the
groups. So, in fact, only 6 groups information was reviewed. Worse, because the [text to reflect this.
same patients were used for more than one of these reports, the sample size is
less than half of the apparent size. In all of the exercise studies, for example, the
sample sizes are less than 20 for the CFS patients. Given the known subgroups
and known heterogeneity in ME/CFS, ROCs cannot be informative with this small
a sample size. Validation cannot be done using the same cohort.
Peer Reviewer |Methods This section suffered from the lack of discussion of subjective vs. objective The goal of this report was to review
#3 diagnostic methods, and the pros and cons of both. objective methods for diagnosis of
ME/CFS
Peer Reviewer |Methods Most biomarker studies were eliminated, apparently without adequate review, The scope of this report was not to
#3 since some of these did include diagnostic outcomes using ROC/AUC (the real |review etiology but rather to help inform
ones, not the AUC mentioned above) and some of these had adequate sample  |on aspects of diagnosis and treatment of
size, and were tested against other non ME/CFS fatiguing conditions, albeit in the syndrome ME/CFS.
later publications, as is almost always the case. The possibility that a series of
publications using new patients, and different control populations, some of which
might be other fatigued patients and testing a previous diagnostics was
apparently not considered. Of course, this is the norm for diagnostic development
publications.
Peer Reviewer |Methods Interestingly, while the reviewers adhered to exclusion of publications because  |Thank you.
#3 they did not meet the letter of the Key questions in most cases, they did decide to
include a second group of publications evaluating how the case definitions
compare with each other, and whether they identify the same or different
populations. This is a useful endeavor, and if more studies were included could
be meaningful.
Peer Reviewer |Methods The inclusion and exclusion data were not critically observed, there were a The investigators followed clear
#4 multitude of criteria methods making the comparisons invalid. inclusion/exclusion criteria with dual
review for all titles, abstracts, full texts.
The summary of our exclusion codes can
be found in Appendix B of the report.
Peer Reviewer |Methods | find it puzzling that Pubmed was not used as a source to identify studies to Thank you for your comments. We did

not include any studies of intermediate
outcomes such as biomarker studies
which may be what you are referring to.
Ovid Medline would include studies
indexed in PubMed.
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with ME? Did you review that one?
http://www.plosone.org/article/info%3Adoi%2F10.1371%2Fjournal.pone.0017287

TEP Reviewer |Methods Given the current state of ME/CFS research | do not believe the inclusion and Thank you for your comments. One of
#6 exclusion criteria to be justifiable. The vast majority of ME/CFS research is the purposes of this report is to identify
excluded from the report. The limited number of studies included are for the most |the need for future research. Fully
part not particularly good. Again, this is at least acknowledged in the report. This |summarizing everything that is known
begs the question: Is the current state of ME/CFS research sufficiently advanced |about ME/CFS was beyond the scope of
to warrant such a report? A more appropriate use of resources might have been |this report.
to discover what the greater body of research actually does or does not tell us
about ME/CFS, i.e., a focus on problem setting rather than an attempt at problem
solving. | do not believe we are yet at the stage of asking the right questions let
alone answering them.
TEP Reviewer [Methods Diagnostic criteria and definitions for outcome measures are not clearly Thank you for this comment. We have
#6 articulated. A range of outcome measures are used in the studies reviewed but  [expanded our discussion regarding
there is no real discussion of how appropriate they might be for use with the appropriateness of outcome measures
target population, e.g., are all self-report measures of physical function equally used as well as provided a review of
valid across all conditions. these measures and whether they are
validated or not in Appendix J of the
report.
TEP Reviewer |Methods Statistical methods are only as useful as the data being analyzed. We agree.
#6
Public Reviewer |Methods What about the proteomics study showing abnormal proteins in CSF of patients  |This study has been reviewed, and does

not contain evidence that would meet our
inclusion criteria for this review. We
included any biomarker studies aimed at
diagnosing the syndrome of ME/CFS,
had a comparator group, and reported on
measures of diagnostic validity,
accuracy, or concordance.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014

30




AHRQ
Agency for Healthcare Research and Quadty
A s g Ex * warn b gov

«

Commentator

o —
(©) Effective Health Care Program

Response

Section Comment

& Affiliation

James H. Mills

Methods

The evidence review stated regarding the Oxford definition that “we elected to
include trials using any predefined case definition but recognize that some of the
earlier criteria, in particular the Oxford (Sharpe, 1991) criteria, could include
patients with 6 months of unexplained fatigue and no other features of ME/CFS.
This has the potential of inappropriately including patients that would not
otherwise be diagnosed with ME/CFS and may provide misleading results.”
(Chapter 4, page 77)

This is bad science. The authors must recognize that this will produce misleading
results. It is not scientifically valid to compare treatments across these eight (8)
case definitions. By doing so, the assessment of treatments is flawed.

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is outlined in the Key
Question 1 results in the report.

After consultation with our key informants
and technical expert panel, we did elect
to include all case definitions in the
report a priori for several reasons. first of
all, there are very little trials and
excluding some of these definitions
would limit the evidence even further
than is already outlined. secondly, the
intent was that this could at least provide
a foundation to determine what
interventions may be effective. Where
available, we compared findings using
different case definitions to determine if
findings were consistent or not across
studies. We have expanded the
discussion of our future research needs
to include that future studies should
perform sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria. We have elected to use
the term ME/CFS at the outset of the
report in order to not risk missing
important and/or informative evidence
that may be labeled under one term or
another. By using these terms
synonymously throughout the report, we
are not endorsing or refuting that these
labels reflect the same disease state. We
are hopeful that the evidence reported
under Key Question 1 will help to shed
light on this controversial topic for the
P2P workshop.
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James H. Mills |Methods The evidence review stated regarding the Oxford definition that “we elected to (continued)
include trials using any predefined case definition but recognize that some of the |We have edited our report to highlight
earlier criteria, in particular the Oxford (Sharpe, 1991) criteria, could include any differences noted when different
patients with 6 months of unexplained fatigue and no other features of ME/CFS. |case definitions are used; it was our
This has the potential of inappropriately including patients that would not intent to err on the side of including
otherwise be diagnosed with ME/CFS and may provide misleading results.” important and/or informative evidence
(Chapter 4, page 77) from earlier studies and to also highlight
This is bad science. The authors must recognize that this will produce misleading |differences if differences exist.
results. It is not scientifically valid to compare treatments across these eight (8)
case definitions. By doing so, the assessment of treatments is flawed.

James H. Mills |Methods Regarding the “limitations of the evidence” the report states “Given the breadth of |Although we recognize the importance of
symptoms in ME/CFS, we a priori elected to not review symptom related better understanding PEM, the
outcomes except for fatigue. Some interventions may have revealed benefit for |diagnoses and treatment of individual
other characteristics of ME/CFS and this review would not have identified these |symptoms of ME/CFS was beyond the
outcomes.” (Chapter 4, page 78) scope of this report. Other experts will be
This approach does not give a complete picture of the disease. As previously speaking to these topics at the P2P
mentioned, post exertional malaise (PEM) should also have been considered. As |workshop.
drafted, the evidence review is incomplete. It does not give the P2P panel The advice of the Technical Expert Panel
members the necessary background and foundation for the recommendations was that it would be most meaningful
that they are being asked to make. and helpful to focus on the syndrome of

ME/CFS and the universally experienced
symptom of fatigue. We identify areas for
future research, including a systematic
review on PEM diagnosis and treatment,
which would be a topic unto itself.

James H. Mills |Methods The P2P panel must be made aware of all relevant research. The Thank you for your comments. We only

inclusion/exclusion choices will determine what evidence is considered and, thus,
what conclusions are drawn. The fact that over 90% of the 914 articles reviewed
were excluded certainly indicates that the inclusion and exclusion criteria were
quite restrictive.

included studies that directly answered
our Key Questions. Other invited guests
will be informing the P2P working group
on topics outside of the scope of this
review.
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Sister Sandra  |Methods ...2) The acceptance of 8 disparate ME or CFS definitions as equivalent in spite  |Although we recognize the importance of
Duma, OSF, MS of dramatic differences in inclusion and exclusion criteria better understanding PEM, the
Ed 3) The bad science reflected in citing Oxford’s flaws and then using Oxford diagnoses and treatment of individual

studies anyway symptoms of ME/CFS was beyond the

scope of this report. Other experts will be
speaking to these topics at the P2P
workshop.

The advice of the Technical Expert Panel
was that it would be most meaningful
and helpful to focus on the syndrome of
ME/CFS and the universally experienced
symptom of fatigue. We identify areas for
future research, including a systematic
review on PEM diagnosis and treatment
which would be a topic unto itself.

Sister Sandra  |Methods ...5) The flawed process that used non-experts on such a controversial and Thank you for your comments — the

Duma, OSF, MS conflicted area review investigators are experts in

Ed 6) Flawed search methods that focused on fatigue performing systematic reviews following
7) Poorly designed and imprecise review questions scientific methodology. This expertise is
8) Misinterpretation of cited literature. critical to any research project. Content

expertise, in this case ME/CFS, is also
important and we have had an expert in
MECFS as part of our research team
throughout the process to help inform
and guide the team.

In addition, the review questions were
vetted through the Working Group, a
Technical Expert Panel including
patients, as well as through AHRQ.

We elected a priori, in consultation with
the Working Group in the topic
refinement phase as well as a Technical
Expert Panel during the systematic
review phase, to include fatigue as a
search term in order to be
comprehensive, knowing that many of
the papers would not be related to
ME/CFS but with the goal of not missing
important evidence.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Charmain Methods | have three comments, two regarding the ratings given to evidence for the Thank you for your comments. We have
Proskauer effectiveness of CBT and Graded Exercise Therapy in the draft report. | feel followed methodological standards in
strongly that these ratings should be re-evaluated, and downgraded in the final  [rating the quality of the individual studies
version of the report. The other comment is about important work omitted in the |and the rating the strength of the body of
reporting of harms. evidence. We have expanded our
Note: | suspect that the pre-established, pre-determined “objective criteria” used |discussion of limitations of these trials.
for these reports will preclude any corrections based on what is actually known
about the condition of ME/CFS, but | hope that this is not true. If we present what
little that has been scientifically studied as “what is known”, this will lead to a very
skewed and misleading perception about this very serious illness.
Christopher Methods | offer here a few comments on the recently released preliminary draft of the Although we recognize the importance of

Heppner, PhD

AHRQ report on Diagnosis and Treatment of Myalgic Encephalomyelitis / Chronic
Fatigue Syndrome (ME/CFS). First, | want to point to the intellectual absurdity of
first admitting that ME and CFS may well describe different populations, and that
definitions that do not make PEM mandatory may exacerbate this problem. And
yet the authors go ahead and include all definitions on the same level. They then
list their Key Questions that intentionally omit all reference to attempts to
understand the underlying processes of this disease/these diseases. They are
interested only in Diagnosis and Treatment. But how can one arrive at an
accurate Diagnosis without some understanding of the disease(s) being
diagnosed? They set out to answer a question already made unanswerable
before they begin. The whole project is premature and doomed, as many of us
protested to NIH some time ago.

better understanding PEM, the
diagnoses and treatment of individual
symptoms of ME/CFS was beyond the
scope of this report. Other experts will be
speaking to these topics at the P2P
workshop.

The advice of the Technical Expert Panel
was that it would be most meaningful
and helpful to focus on the syndrome of
ME/CFS and the universally experienced
symptom of fatigue. We identify areas of
future research, including a systematic
review on PEM diagnosis and treatment,
which would be a topic unto itself.

We have expanded our discussion of the
limitations, and applicability and future
research sections to highlight the need
for subgroup analysis to determine how
different populations may respond.

The scope of this report was not to
review etiology but rather to help inform
on aspects of diagnosis and treatment of
the condition ME/CFS.

Although we recognize the importance of
better understanding PEM, the
diagnoses and treatment of individual
symptoms of ME/CFS was beyond the
scope of this report. Other experts will be
speaking to these topics at the P2P
workshop.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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In the previously published “Background and Obijectives for the Systematic
Review” the authors report that “when patients were surveyed in April 2013 as
part of the US Food and Drug Administration’s (FDS’s) patient-focused drug
development initiative, treatments were divided into two broad categories, those
intended to treat the underlying cause of the disease and those targeting specific
symptoms. The first category included immune modulators such as rintatolimod
(a.k.a. Ampligen) and rituximab, and antiviral and antibiotic medications.” Quite
so—a proper distinction to make. They also state that “This report focuses on the
clinical outcomes surrounding the attributes of fatigue, especially post-exertional
malaise and persistent fatigue...because these are unifying features of ME/CFS
that impact patients.” Again, quite proper—I like that word “unifying.” But what
happened between those brave words and the completed Draft Report? That
“unifying” has been withered to an “and/or,” so that definitions like the Oxford that
do not include PEM, and qualify “fatigue” as simply a “subjective sensation” are
allowed equal status with the CCC and ICC which do demand PEM as an
essential symptom. That little word “or” makes a world of difference. These
changes make me wonder if there was rethinking or outside influence between
the initial statement and the now published Draft. Whatever the case, the shift
has been disastrous. It is accompanied by a list of reasons for “Inclusions” and
“Exclusions” that prefaces the lamentably short list of “Included Studies” and the
interminable list of “Excluded Studies,” which, in spite of brave statements about
the inclusion of unpublished and other “grey”area texts, still excludes many
important published and unpublished documents. Those “Excluded” studies
include key studies by VanNess, Snell and Stevens, and more recently by others
that established the fact that a two-day VO2 Max test will, on the second test,
show a marked fall in performance among ME patients that clearly demarcates
them from others who also suffer from fatigue. This fact won’t go away, but it can
be “disappeared,” and it seems it has been “disappeared” from this report, under
Exclusion codes 9 and 3. Another good study, from Julia Newton’s Newcastle
group, confirms the centrality of PEM from another angle—Jones D.E., et al, “Loss
of capacity to recover from acidosis on repeat exercise in chronic fatigue
syndrome: a case-control study.” It concludes that “when exercising to
comparable levels to normal controls, CFS patients exhibit profound abnormality
in bioenergetic function and response to it. Although exercise intervention is the
logical treatment for patients showing acidosis, any trial must exclude subjects
who do not initiate exercise as they will not benefit.”

This study is excluded under Exclusion Code 8, “Wrong study design for a Key
Question.” But the study in fact does contribute to the diagnostic toolkit that a
physician could use, in my view. It also adds to the evidence for the centrality of
PEM as a diagnostic criterion; all such studies seem to have been deselected or
degraded in one way or another, whether by design of by coincidence is not
clear.

{ 6} Effective Health Care Program

Response

Thank you for your comments. There
have been no outside influences in our
systematic review and we have operated
independently.

Although we recognize the importance of
better understanding PEM, the
diagnoses and treatment of individual
symptoms of ME/CFS was beyond the
scope of this review. Other experts will
be speaking to these topics at the P2P
workshop.

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is outlined in the Key
Question 1 results in the report. After
consultation with the Working Group and
Technical Expert Panel, we did elect to
include all case definitions in the report a
priori for several reasons. First, there are
very few trials and excluding some of
these definitions would limit the evidence
even further than is already outlined.
Second, the intent was that this could at
least provide a foundation to determine
what interventions may be effective.
Where available, we compared findings
using different case definitions to
determine if findings were consistent or
not across studies. We have expanded
the future research needs discussion to
indicate that future studies should
perform sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Christopher Methods In the previously published “Background and Obijectives for the Systematic (continued)
Heppner, PhD Review” the authors report that “when patients were surveyed in April 2013 as The advice of the Technical Expert Panel
part of the US Food and Drug Administration’s (FDS’s) patient-focused drug was that it would be most meaningful

development initiative, treatments were divided into two broad categories, those |and helpful to focus on the syndrome of
intended to treat the underlying cause of the disease and those targeting specific |ME/CFS and the universally experienced
symptoms. The first category included immune modulators such as rintatolimod |symptom of fatigue. We have identified
(a.k.a. Ampligen) and rituximab, and antiviral and antibiotic medications.” Quite  |areas of future research, including a
so—a proper distinction to make. They also state that “This report focuses on the |systematic review on PEM diagnosis and
clinical outcomes surrounding the attributes of fatigue, especially post-exertional |treatment, which would be a topic unto
malaise and persistent fatigue...because these are unifying features of ME/CFS |itself.

that impact patients.” Again, quite proper—I like that word “unifying.” But what
happened between those brave words and the completed Draft Report? That
“unifying” has been withered to an “and/or,” so that definitions like the Oxford that
do not include PEM, and qualify “fatigue” as simply a “subjective sensation” are
allowed equal status with the CCC and ICC which do demand PEM as an
essential symptom. That little word “or” makes a world of difference. These
changes make me wonder if there was rethinking or outside influence between
the initial statement and the now published Draft. Whatever the case, the shift
has been disastrous. It is accompanied by a list of reasons for “Inclusions” and
“Exclusions” that prefaces the lamentably short list of “Included Studies” and the
interminable list of “Excluded Studies,” which, in spite of brave statements about
the inclusion of unpublished and other “grey”area texts, still excludes many
important published and unpublished documents. Those “Excluded” studies
include key studies by VanNess, Snell and Stevens, and more recently by others
that established the fact that a two-day VO2 Max test will, on the second test,
show a marked fall in performance among ME patients that clearly demarcates
them from others who also suffer from fatigue. This fact won’t go away, but it can
be “disappeared,” and it seems it has been “disappeared” from this report, under
Exclusion codes 9 and 3. Another good study, from Julia Newton’s Newcastle
group, confirms the centrality of PEM from another angle—Jones D.E., et al, “Loss
of capacity to recover from acidosis on repeat exercise in chronic fatigue
syndrome: a case-control study.” It concludes that “when exercising to
comparable levels to normal controls, CFS patients exhibit profound abnormality
in bioenergetic function and response to it. Although exercise intervention is the
logical treatment for patients showing acidosis, any trial must exclude subjects
who do not initiate exercise as they will not benefit.”

This study is excluded under Exclusion Code 8, “Wrong study design for a Key
Question.” But the study in fact does contribute to the diagnostic toolkit that a
physician could use, in my view. It also adds to the evidence for the centrality of
PEM as a diagnostic criterion; all such studies seem to have been deselected or
degraded in one way or another, whether by design of by coincidence is not
clear.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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There is more. Cort Johnson in his latest piece on his website healthrising.com
has dug out many important studies that were not even included in the “Excluded”
category, but somehow completely overlooked—or passed by? Quite a few were,
ironically, funded by NIH. They include four of the Lights’ gene expression
studies, and Julia Newton’s important study of interaction between the ANS and
peripheral muscle tissue under exercise. In fact, looking at this pattern, it seems
almost as if a deliberate decision was made at some level to avoid or discard alll
studies that showed explicitly atypical biological responses to exercise in ME/CFS
patients.

Such disturbed responses have now been made clear in numbers charted for
exercise tests, and made graphically clear in gene and cytokine responses. They
have objective, visible existence.

N
(©) Effective Health Care Program

Response

As stated above, the intent of this report
was not to review the etiology of ME/CFS
or of individual symptoms that a patient
experiences.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Christopher
Heppner, PhD

Methods

Science proceeds by formulating falsifiable hypotheses, which upon testing are
either confirmed, altered, or falsified. The Oxford definition, which has been
accepted on an equal footing with more recent, and better, definitions for this
review, makes “fatigue” the “principle” and only required “symptom” for CFS. But
this innocent looking word “symptom” has a very specific meaning within this
definitio, and | shall quote verbatim from the Oxford definition to emphasize my
point here:

“When used to describe a symptom this is a subjective sensation and has a
number of synonyms including, tiredness and weariness. ... The symptom of
fatigue should not be confused with impairment of performance as measured by
physiological or psychological testing. The physiological definition of fatigue is of
a failure to sustain muscle force or power output.”

The wording is careful-though | disagree profoundly, the writers were not stupid
or inarticulate—and | believe they meant and considered what they wrote. It is
clear now that they were simply wrong in their definition of “fatigue” in ME/CFS,
and that we now have many studies from different sources using different
approaches that definitively falsify this hypothesis. There are measured tests of
“impairment of performance”, whether we look at what happens when patients
perform moderate exercise, or the highly stressful two day VO2Max test, which
cannot be fudged. Since “fatigue” as “subjective sensation” is the central
“symptom” of CFS in the Oxford definition, that definition has been falsified, and
can no longer be legitimately used in research; studies that have used it must
either be discarded, or placed in a separate category. To continue including them
on a par with studies done under later and better (though still imperfect)
definitions is to render the task of arriving at a better definition impossible. And
that is what has happened here; there is no real answer to Key Question 1, and
the decision to include all studies done under any definition on an equal basis
made that impossible from the start, as indeed the opening discussion suggests
as likely. This whole AHRQ exercise should be “Excluded” on the grounds they
list as “8 Wrong study design for Key Question.”

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is fully outlined in the Key
Question 1 response of the report. After
consultation with the Working Group and
Technical Expert Panel, we did elect to
include all case definitions in the report a
priori for several reasons. First of all,
there are very few trials and excluding
some of these definitions would limit the
evidence even further than is already
outlined. Secondly, the intent was that
this could at least provide a foundation to
determine what interventions may be
effective. Where available, we compared
findings using different case definitions to
determine if findings were consistent or
not across studies. We have expanded
the discussion of our future research
needs to include that future studies
should perform sensitivity analysis to
determine differences between case
definitions as well as subgroups of
patients that meet different criteria.
Fatigue was chosen as a symptom to
include as it was universal to all case
definitions.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014

38




: / AHRQ T
5 Agency fr Heskhcars Research snd sty C‘) Effective Health Care Program
Commentator Section Comment Response
& Affiliation
Christopher Methods The listings in this “Key” to these codes leads one to some serious absurdities, as [We performed secondary searches to
Heppner, PhD in the case of the Mella and Fluge trial of Rituximab which was “Excluded” under |identify trials of other medications that

Code 12, “Inadequate duration.” This is sheer relevance/absurdity—what counts is |typically would be given for a duration of
the effectiveness of an intervention, not how long it is applied before producing an{<12 weeks, but had outcome data
effect; the application of this test elsewhere in medicine would exclude extending 12 weeks or longer. As a
emergency heart surgery, joint replacement, a session of chemo for cancer, etc. |result the Fluge trial and an additional
etc. In fact, it took several months for the Rituximab infusion to produce results, |trial of acyclovir have been added to the
and patients were followed for a long time, so that an intelligent understanding of |discussion of medication interventions.
the intervention would not have “disappeared” this trial at all. This little trial, very
small as it admittedly was, has had a considerable effect on researchers in the
field, focusing their attention on the probability that there is at the least an
autoimmune (or autoinflammatory) component to ME, which aligns it further with
MS. The authors’ comment that the synchronous improvement in all fields points
to their having touched on a “central mechanism for the symptom maintenance”
by depleting B cells should be taken very seriously as indicating a path to future
research. Oddly enough, the authors of the Draft do assume that ME/CFS is a
“relapsing and remitting” disease, which is part of their reason for demanding a
certain length in a trial-but would they have used that phrase if the Mella and
Fluge trial had never taken place? | doubt it. One can also fear that there is literal
prejudice at work in the imposition of a minimal duration of intervention—-medical
interventions can be of very short duration, but behavioral interventions usually
take time to work, and | suspect that there was a prejudgement that any really
acceptable intervention would belong to the latter group—CBT or GET, in other
words. Be that the case or not, it is fact that most of the purely “medical”
interventions that have resulted in clear gains for at least some of the participants
have been excluded, “disappeared,” under one code or another.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Heppner, PhD

Back to another but related point. The earlier statement of intent cited above
included the differentiation of intended outcomes for trials into “disease modifiers”
and “symptom” modifiers. The Rituximab trial was one of rather few “disease
modifiers”; others included the Ampligen (Rintatilomod) and the antiviral trials
headed by Lerner, who has several papers. But most of Lerner’s papers are
“disappeared” by Exclusion Codes; one is a Code 3—“does not address a Key
Question.” This 2012 paper concludes that a very high % of a subset of ME
patients manifest “a prolonged elevated antibody level against the encoded
proteins EBVduTPase and EBV DNA polymerase,” suggesting quite strongly that
these may constitute a subset of CFS patients. Why is the diagnosis of a
possibly/probably definable subset within the overall disease not a valuable
addition to the diagnostic toolkit for ME/CFS? An earlier Lerner paper from 2002
concluded that “16 CFS patients ...with EBV-persistent infection (EBV singlevirus
subset) are improved after 6 months of continuous pharmacokinetic dosing with
valacyclovir. Nine CFS patients with EBV/human cytomegalovirus co-infection did
not benefit from 6 months of similar treatment.” This is “disappeared” under
Exclusion Code 7, “wrong outcomes.” Putting aside the general question of what
“wrong outcomes” might possibly mean, in what way is this such an outcome? It
supports the later suggestion that there is probably a subset of ME/CFS patients
with persistent EBV infection who appear to improve with antiviral treatment. Is
this not potentially very useful information for both diagnosis and treatment? Are
there subsets visible within the ME/CFS community? It seems very possible, and
these essays, and others showing the prevalence of ME/CFS after adolescent
EBV mono also suggests that there are and that this is one of them. Why
suppress this?

We included studies that reported on
outcomes of diagnostic accuracy or
concordance. Many biomarker studies
are early studies looking for associations
but are not yet studied as a diagnostic
tests.

In key question two, several studies
enrolled specific subsets of patients with
symptoms and testing suggestive of viral
involvement and this was highlighted in
this section. The energy index outcome
was not considered one of the included
outcomes.

This study (Lerner, 2002) should be
excluded because there is no
intervention comparison group (the
“control group” also got the drug; the
comparison was between two groups:
single-virus EBV infections vs
EBV/human cytomegalovirus co-
infections).

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014

40




AHR )

* waw 2 oy

Commentator Section Comment Response
& Affiliation
Christopher Methods I will pass over the treatment of the PACE trial quickly because many have We agree that there are some limitations
Heppner, PhD doubtless commented on the fact that despite claims to have looked at much out- |to the PACE trial and have expanded our
of-the-way material, the team seems to have missed the important facts that discussion of this throughout the report,
besides being based on the Oxford definition, which includes depression and including updating the information about

denies that CFS patients have more than a “subjective sensation” of fatigue—in recovery and harms in light of recent
spite of extensive research showing its very real existence—this trial claimed as  |publications. Our intention at the outset
“recovered” patients who still filled the requirement for entry. The authors have of this report was to be as inclusive as
also gone to court to defend their refusal to release the original data of the trial, |possible to try to get all available data

though such release is increasingly regarded as necessary for full validity. We appreciate that there are limitations
Despite all this, the PACE gets a moderate approval, though there is an overall  |to the EBM approach in some

reminder that all the trials considered for this review have some basic circumstances. Our goal was to review
weaknesses. what evidence is available and to inform

the P2P about limitations, applicability
and focus for future research. Reflective
of the purpose of the P2P workshop, one
of the goals of this review was to
highlight the gaps in the current research
and provide recommendations for future
research. The practices and policies of
the NIH are outside of our control.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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(continued) | could go on, but will finish with a few comments on the use of EBM
methodology in this case. Nigel T. James published a letter in BMJ Clinical
Research (Aug 1996), close to the formal inauguration of EBM as a defined
movement, from which | shall quote one paragraph: “Evidence based medicine
seems to avoid all contact with first hand evidence by replacing original findings
with subjectively selected, arbitrarily summarised, laundered, and biased
conclusions of indeterminate validity or completeness. It has been carried out by
people of unknown ability, experience and skills using methods whose opacity
prevents assessment of the original data.” This is a rather irascible, intemperate
response, but not without some application to the review discussed here. There is
no question that the EBM movement has had many successes, mostly in fields
where there is a large body of published research on a defined intervention used
in a clearly defined condition. It has improved treatment for some conditions, and
has saved lives as a result. But there is also the growing feeling in some recent
work, that critiques EBM and proposes new models such as “narrative reviews,”
that EBM is running into serious problems, including the overwhelming of new
lines of research by old and established criteria—remember that it took one doctor
20 years to overthrow the established model of how stomach ulcers are caused,
20 years and 3 inflictions of a bacteria infection upon himself. | fear that
something like that is happening here. New lines of thought and research are
buried or “disappeared” under the weight of studies done largely under definitions
that | have argued above have now been thoroughly falsified; EBM can represent
the dead hand of the past strangling the hirth of the new and more accurate.

We agree that there are some limitations
to the PACE trial and have expanded our
discussion of this throughout the report,
including updating the information about
recovery and harms in light of recent
publications. Our intention at the outset
of this report was to be as inclusive as
possible to try to get all available data
We appreciate that there are limitations
to the EBM approach in some
circumstances. Our goal was to review
what evidence is available and to inform
the P2P about limitations, applicability
and focus for future research. Reflective
of the purpose of the P2P workshop, one
of the goals of this review was to
highlight the gaps in the current research
and provide recommendations for future
research. The practices and policies of
the NIH are outside of our control.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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(continued) The NIH seems to have declared war on the ME/CFS community—
researchers, patients and advocates together—in rebuffing their protests and
suggestions for better lines of action, and imposing their own models, that throw
much of the work onto the shoulders of people who know nothing or very little
about the condition. The declaration of war was always shrouded in seemingly
friendly words, but the intent was made clear enough through action—-the heavy
weight of bureaucratic power was constantly present, refusing real input,
spending money on the IOM and AHRQ while refusing it to lan Lipkin, etc. With
the publication of this Draft ( it may be revised a little, but | foresee no major
shifts) the gloves seem to be off. One fears that the moment of a “final solution”
may be at hand, and | have no idea what that may lead to. WellPoint has already
declared that they will no longer pay for autonomic nervous system testing in
ME/CFS, despite all the recent research showing that it is indeed a central player
in the condition. What else may follow? | have no idea. | dread what may happen
if and when this AHRQ document is given into the hands of a “jury” that explicitly
excludes those who know something. Advances in understanding and treating
this debilitating and costly—to both patients and society—condition will not come
from the NIH under its present mode of operating. | am sorry that your group has
lent itself to use in this way and has produced such an unhelpful report, though
that was inherent in the request itself. Your energies and experience could
doubtless have been better employed in other areas.

We agree that there are some limitations
to the PACE trial and have expanded our
discussion of this throughout the report,
including updating the information about
recovery and harms in light of recent
publications. Our intention at the outset
of this report was to be as inclusive as
possible to try to get all available data
We appreciate that there are limitations
to the EBM approach in some
circumstances. Our goal was to review
what evidence is available and to inform
the P2P about limitations, applicability
and focus for future research. Reflective
of the purpose of the P2P workshop, one
of the goals of this review was to
highlight the gaps in the current research
and provide recommendations for future
research. The practices and policies of
the NIH are outside of our control.
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Tom Kindlon Methods The Work and Social Adjustment Scale is not valid as an employment measure  [Thank you for your comment. Although
Assistant (or work impairment) and should not be used given actual employment data was |the work and social adjustment scale
Chairperson of reported for some studies. reflects more social adjustment than
the Irish Here are the questions that make up the Work and Social Adjustment Scale employment parameters, it has been
ME/CFS Mundt JC1, Marks IM, Shear MK, Greist JH. The Work and Social Adjustment recognized as one tool to use in
Association Scale: a simple measure of impairment in functioning. Br J Psychiatry. 2002 measuring meaningful change in patients

May;180:461-4. http://bjp.rcpsych.org/content/180/5/461.long Work and Social with ME/CFS.
Adjustment Scale

Rate each of the following questions on a 0 to 8 scale: 0 indicates no impairment
at all and 8 indicates very severe impairment.

1. Because of my [disorder], my ability to work is impaired. 0 means not at all
impaired and 8 means very severely impaired to the point | can't work.

2. Because of my [disorder], my home management (cleaning, tidying, shopping,
cooking, looking after home or children, paying bills) is impaired. 0 means not at
all impaired and 8 means very severely impaired.

3. Because of my [disorder], my social leisure activities (with other people, such
as parties, bars, clubs, outings, visits, dating, home entertainment) are impaired.
0 means not at all impaired and 8 means very severely impaired.

4. Because of my [disorder], my private leisure activities (done alone, such as
reading, gardening, collecting, sewing, walking alone) are impaired. 0 means not
at all impaired and 8 means very severely impaired.

5. Because of my [disorder], my ability to form and maintain close relationships
with others, including those | live with, is impaired. 0 means not at all impaired
and 8 means very severely impaired.

Comment: Only one of these directly relates to work. This means that scores and
in particular changes in scores during a trial (or between treatments) may have
nothing to do with changes in employment.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Selection of Included Studies and Problems of Exclusion

A research review like this one is best applied to a field that has been well
analyzed in a large number of research studies. It is a poor fit with ME/CFS. The
dismal lack of funding for ME/CFS research has forced researchers to design
cheaper, smaller, more limited (in time and in scope) studies intended largely as
pilot studies for further inquiry. These studies are frequently published in smaller
journals that were not indexed for this review. At this point, researchers are still
casting a wide net to figure out what's going on with the ME/CFS disease
process. There have been promising studies in fields as disparate as
autoimmunity, neuroinflammation, cytokine levels, mitochondrial dysfunction, viral
activation, and immune dysfunction, but at this point, no consensus answers have
emerged.

Because this AHRQ review process was a poor fit with the state of ME/CFS
research, the Draft Report’s strict inclusion standards essentially edit out the
entire field of ME/CFS research. Of the 5,902 potentially relevant results in the
initial resource search, only approximately one percent of those studies (64) were
found to meet the inclusion criteria [ES-8]. Of these, only 36 were interventional
trials [v]. Diagnostic efforts related to the search for biomarkers were dismissed
out of hand, and research on disease etiology was, bafflingly, dismissed as
unimportant to treatment. Trials of immune modulators and antivirals receive
barely a mention — perhaps because any study with a treatment intervention of
less than 12 weeks was automatically discarded, even though the Draft Report
acknowledges that antiviral and antibiotic treatments show some promise for
treating ME/CFS and “are traditionally prescribed for a shorter duration” [ES-30].
These exclusions might be acceptable if the Draft Report simply determined that
the state of ME/CFS research does not currently support any clear conclusions
about the Report’s key questions. Instead, however, the Draft Report departs
from this standard of strict inclusion to allow studies based on at least one clearly
faulty definition, including one infamous study that has been discredited. The
findings from this wrongly defined and poorly designed study are the only results
to receive a mention in the Draft Report’s conclusions.

The scope of this report was not to
review etiology but rather to help inform
on aspects of diagnosis and treatment of
the syndrome ME/CFS. When biomarker
studies reported on diagnostic accuracy
or ways of correctly identifying patients
with ME/CFS and those without, these
studies were reported. We recognize that
the biomarker studies may eventually
provide insight into the etiology and
potentially diagnosis of ME/CFS but its
work is still in its infancy for diagnosing
the syndrome of ME/CFS and has not
been well studied in a way that reports
diagnostic validity in patients with
diagnostic uncertainty and thus did not
meet our inclusion criteria.

The purpose of this review is to
determine which treatments show benefit
or harm rather than to determine the
mechanism of how their effect occurs.
We recognize that there are several
theories pertaining to the mechanisms of
action of these interventions and this is
beyond the scope of the questions
designed by the Planning Committee.
The numbers of included studies relative
to total number of abstracts reviewed is
typical for this type of research, as
studies must directly answer our posed
research questions, and meet the
predefined inclusion criteria. We have
repeated the search to look for
medication treatments that were
appropriately given for 12 weeks to
determine if their inclusion would have
changed the results. We have added
information on a trial of rituximab and a
trial on acyclovir to our discussion
sections of immune modulators and viral
therapies.
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(continued) Research Definitions of ME/CFS

At this time, agreeing on an acceptable case definition is one of the central
challenges of ME/CFS research, diagnosis, and treatment. Without an adequately
specific and widely accepted disease definition, research results may be skewed
by inclusion of study subjects outside the actual patient population in question.
The Draft Report catalogs eight different existing research definitions of ME/CFS
and chooses to treat all of them as essentially equal. That choice dooms the
results from the start because a few of the included definitions — in particular the
“Oxford definition,” which requires only subjective reports of fatigue without the
other standard diagnostic markers of ME/CFS — are drawn so broadly that they
pull in patients who may have depression and other causes of fatigue outside the
medical condition known as ME/CFS. The Draft Report specifically acknowledges
that the Oxford definition “has the potential of inappropriately including patients
that would not otherwise be diagnosed with ME/CFS and may provide misleading
results” [ES-29, emphasis added]. And then — despite subjecting everything else
to inclusion criteria so strict that 99% of studies were discarded — it proceeds to
include Oxford-based studies anyway.

The PACE Trial

The use of Oxford-based studies is particularly significant because it opens the
door for the Draft Report to rely upon one particularly poorly designed Oxford-
based study known as the PACE trial. The PACE study reported mildly promising
results for cognitive behavioral therapy (CBT) and graded exercise therapy (GET)
as treatments for ME/CFS. However, those findings are unreliable because of the
particularly poor design of the PACE study. First, the study used the Oxford
definition, which is likely to accidentally include patients with depressive disorders
as a cause of fatigue. In fact, a subsequent paper reported that 46% of the PACE
subjects had anxiety, depression, or both. Patients with anxiety and/or depression
traditionally respond well to both CBT and GET. In contrast, for actual ME/CFS
patients, GET frequently causes additional harms from post-exertional malaise (a
point that is included in the Draft Report, to its credit), and the main benefits of
CBT are the benefits that therapy provides to any patient suffering a long and
disabling illness. Moreover, the PACE authors later admitted that they changed
the data requirements just before analysis — patients could enter the study with
an SF-36 physical function score of 65 or less, but the authors dropped their
standard for “recovery” from a proposed score of 85 to a final score of 60. A
patient could enter the study at 65, report a worse post-trial score of 60, and be
reported as “recovered.”

(continued)

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is fully outlined in the Key
Question 1 response of the report. After
consultation with the Working Group and
Technical Expert Panel, we elected to
include all case definitions in the report a
priori for several reasons. First there are
very few trials and excluding some of
these definitions would limit the evidence
even further than is already outlined.
Second, the intent was that this could at
least provide a foundation to determine
what interventions may be effective.
Where available, we compared findings
using different case definitions to
determine if findings were consistent or
not across studies. We have expanded
the discussion of future research needs
to recommend that future studies should
perform sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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(continued) With a questionable study population and questionable measures of
recovery, there is simply no way that the PACE trial can be trusted as a reliable
look at possible treatments for ME/CFS. Because the Draft Report rejected so
many other studies for inadequate design, it is mind-boggling that this deeply
flawed study would declared one of the Report’s few sources of “good” results. In
fact, the Draft Report itself warns that results for the CBT and GET studies “need
to be interpreted with caution” given flaws in the evaluation of outcomes, over-
reliance on self-reporting, and lack of measurement for activity versus inactivity
[ES-28]. And then, as with the Oxford definition, the Draft Report goes on to
ignore its own cautions and highlight these studies anyway.

(continued) We elected to use the term
ME/CFS at the outset of the report in
order to ensure we did not miss
important and/or informative evidence
that may be labeled under one term or
another. Given that both terms have
been used in the literature (both
combined and individually), we have
elected to use them together as a single
term. We have also attempted to shed
light on how the case definitions that are
associated with these terms may
highlight distinct symptom sets (see key
question 1). We are hopeful that the
evidence reported under research
question one will help to shed light on
this controversial topic for the P2P
workshop.

We have edited our report to highlight
any differences noted when different
case definitions are used; it was our
intent to err on the side of including
important and/or informative evidence
from earlier studies and to also highlight
differences if differences exist.
Additionally, we have added language in
the introduction, discussion, and future
research areas of the report to indicate
the desire of the ME/CFS community and
patients to adopt the Canadian
Carruthers case definition rather than the
more non-specific CFS case definitions.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004

Published Online: December 9, 2014

47




Commentator
& Affiliation

AHRQ

Agency for Healthcare Research and Quadty

* wacw aheg o

Section

Comment

o —
(©) Effective Health Care Program

Response

Public Reviewer
# 50

Methods

(refer to previous entries)

(continued) We agree that there are
some limitations to the PACE trial and
have expanded our discussion of this
throughout the report. We have also
added additional information on harms
and recovery in the PACE trial. We used
pre-specified, established criteria to rate
the internal validity of the study and this
does not apply to the applicability of the
study, which we have expanded on in the
discussion of the PACE trial.

It is our responsibility as independent
investigators to strictly report on
evidence that is currently available using
a pre-defined and structured systematic
method. This includes avoidance of
literature that does not have a pre-
defined comparator group as well as
opinion pieces and reviews that are not
systematically performed as these have
a great risk of being influenced by
extraneous factors and incorrectly
influencing the interpretation.

Public Reviewer
#51

Methods

Clinical and Research Definitions

There is an overall failure to identify what disease is being studied by the P2P
panel. In the AHRQ report, eight case definitions are identified and while the
report acknowledges this as an issue, it still goes on to answer the questions
about subgroups, diagnostics, treatments and harms for all CFS and ME patients
based on studies done using any of these eight definitions. In doing so, the
Report ignores its own conclusion regarding the differences in populations tied to
multiple case definitions. Basically, it cannot be concluded that the same disease
is being studied when you apply all of the 8 criteria. It seems unconscionable that
this was allowed to happen in the Report and has significantly influenced the
acceptance of some studies (e.g. PACE study using the very problematic Oxford
definition) while other reports using more the rigorous and more accepted criteria
(ICC, CCC) were excluded.

We have highlighted in the introduction,
results, discussion, applicability and
future research sections of the report the
differences between case definitions and
that definitions labeled as ME represent
a distinct and more impaired population.
We included all studies given the paucity
of available data but have reported as
available any subgroup analysis of
patients meeting different definitions. It is
the intent that this report serves not as a
final step in understanding this condition
but as a foundation to help direct future
research.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Methods It appears that some important studies with major implications for advancing The scope of this report was not to

#51 clinical biomarkers and treatment modalities were excluded or omitted from the  |review etiology but rather to help inform
report. Many of these studies were done by well regarded NIH grant awarded on aspects of diagnosis and treatment of
researchers so it is bewildering how this could happen. The short comment the syndrome ME/CFS. When biomarker
period for this draft report precludes most of us from doing a thorough review of |studies reported on diagnostic accuracy
the literature and comparison to identify omitted studies, furthermore, the or ways of correctly identifying patients
information provided in the report is not sufficient to explain why some studies with ME/CFS and those without, these
were excluded. With an overall exclusion rate of 90% it appears that the studies were reported. We recognize that
exclusionary criteria for many of these studies were much too harsh and should |the biomarker studies may eventually
be re-evaluated. Some areas of specific concern include: provide insight into the etiology and
1. The exclusion of biomarker and other research that could aid in objective potentially diagnosis of ME/CFS but its
diagnosis because they were considered by AHRQ to “be intended to address work is still in its infancy for diagnosing
etiology”, which was not within the scope of the P2P questions. Itis not clear on |the syndrome of ME/CFS and has not
the rationale for this. One of the biggest concerns for advancing ME/CFS been well studied in a way that reports
research and treatment revolves around the understanding of the etiology of the |diagnostic validity in patients with
disease and development of biomarkers to aid in diagnosis and to provide targets |diagnostic uncertainty and thus did not
for treatment. This decision should be re-evaluated. meet our inclusion criteria.

Public Reviewer |Methods 2. Twenty-five studies were eliminated because they had the wrong study design, [Case control and non-comparative

#51 which included case control studies, letters to the editor, small sample size and |studies have a high risk of bias and could
non-comparative studies. It appears that only randomized trials were acceptable |mislead the interpretations of the results.
in regards to study design. Again, | think it should be noted how poor funding for |Therefore, these types of studies were
ME/CFS research impacts the ability to carry out robust randomized trials with excluded from the review.
large sample sizes. It is not clear why AHRQ did not accept case-control studies
for their review in light of the vast number of excluded studies. | recommend that
this be reconsidered.

Public Reviewer |Methods 1. Some studies were eliminated because they failed to do the types of analysis |We included very small sized studies but

#51

required by the AHRQ. This also seems completely unfair and more effort should
be given to further review these studies for their potential inclusion in the
discussion. Like previously noted, ME/CFS research funding has been abysmal
for 30 years, which means that many of the studies that are completed are done
so on very small budgets which limit sample size and complicated analysis. It
simply is not fair to put these studies aside and not use them to inform decisions
about funding future research.

would have a high risk of presenting
inaccurate information by including
studies with a high risk of bias. One of
the purposes of the P2P workshop is to
set a research agenda.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Methods 1. Treatment studies required 12 weeks of treatment to be included in the We have performed a separate search
#51 Review. This decision should be evaluated to take into consideration clinical for medications that would appropriately
standards of practice for the particular treatment modalities. For example, a study |be given for less than 12 weeks and
on rituximab (Fluge O, Bruland O, Risa K, et al. Benefit from B-lymphocyte have included the trial of rituximab in our
depletion using the antiCD20 antibody rituximab in chronic fatigue syndrome. A  |discussion as well as one trial of
double-blind and placebo-controlled study. PLoS ONE. 2011;6(10):e26358. acyclovir.
PMID: 22039471), was excluded because the treatment phase was less than 12
weeks. If one was to look at the recommended administration of rituximab for
other FDA approved conditions you would see that the Fluge study followed
protocols comparable to these other conditions. Treatment with rituximab over 12
weeks is not standard practice and it could be harmful. Therefore, this study
should be included in the review. Similar issues are likely to have affected other
medication based studies, such as those studying antiviral medications which are
often prescribed for periods of less than 12 weeks. This reason for exclusion
should be re-evaluated for medication treatment studies and studies that were
eliminated should be re-considered.
B Cella Methods No specificty as to what illness is being studied - it appers many "medically We included patients with ME/CFS to
fatiguing illnesses were lumped in the same category as ME/CFS... answer questions about treatment. For
diagnosis, we included studies where the
ME/CFS diagnosis was a consideration
and other causes had been excluded.
Ideally, a good study to evaluate a test or
method of diagnosis would include
patients with diagnostic uncertainty in
order to determine who well the test does
in separating out those with the disease
and those without the disease. This is
more challenging when there is not a
universally accepted reference standard
and we speak of these limitations in the
body of the report.
B Cella Methods Recent biological findings published in the literature, including those We reported on harms found in treatment

demonstrating the harms done with exercise to ME/CFS patients were not
included. However, the PACE trial, with all its flaws and problems were included
and obiously misinterpreted.

trials that met the inclusion criteria
(randomized and comparator). Biological
changes noted in cases of patients with
the diagnosis of ME/CFS were outside
the scope of this report.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Michelle Methods Having said that, | have strong reservations about this draft report in its current  |Although we recognize the importance of
Strausbaugh form and endorse all concerns detailed in the Dimmock et. al. comments better understanding PEM, the

submitted to you on October 18, 2014, including: « the focus on "persistent fatigue |diagnoses and treatment of individual
not attributable to a known underlying medical condition" and the a priori decision |symptoms of ME/CFS was beyond the
not to review treatment outcomes except for fatigue, making this an evidence scope of this report. Other experts will be
review of medically unexplained fatigue which may or may not include an speaking to these topics at the P2P
evidence review of the disease(s) known as ME/CFS with its hallmark symptom  (workshop.

of Post-Exertional Malaise (PEM) or Post-Exertional Neuro-immune Exhaustion |The advice of the Technical Expert Panel
(PENE) was that it would be most meaningful
and helpful to focus on the syndrome of
ME/CFS and the universally experienced
symptom of fatigue. We recommended
areas of future research including a
systematic review on PEM diagnosis and
treatment which would be a topic unto
itself.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Michelle Methods Strong Reservations about:using all eight definitions interchangeably, despite We appreciate that the case definitions
Strausbaugh evidence -- and even the Evidence Review's own concerns -- that these eight are very different and that some are

criteria do not necessarily represent the same group of patients all sharing the more inclusive than others and may
same underlying pathology; this was especially problematic with regard to the use [reflect less severe cases or non-cases of
of Oxford criteria in exercise and psychological therapies ME/CFS as is fully outlined in the Key
Question 1 response of the report. After
consultation with the Working Group and
Technical Expert Panel, we did elect to
include all case definitions in the report a
priori for several reasons. First, there are
very few trials and excluding some of
these definitions would limit the evidence
even further than is already outlined.
Second, the intent was that this could at
least provide a foundation to determine
what interventions may be effective.
Where available, we compared findings
using different case definitions to
determine if findings were consistent or
not across studies. we have expanded
the future needs discussion to indicate
that future studies should perform
sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria. We have elected to use
the term ME/CFS at the outset of the
report in order to not risk missing
important and/or informative evidence
that may be labeled under one term or
another. By using these terms
synonymously throughout the report, we
are not endorsing or refuting that these
labels reflect the same disease state. We
are hopeful that the evidence reported
under research question one will help to
shed light on this controversial topic for
the P2P workshop.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Michelle Methods Strong reservations about: lumping all studies of Cognitive Behavioral Therapy |We have further described the studies on
Strausbaugh (CBT) together without distinguishing between the two opposite primary treatment|CBT in the results section, so as to point
approaches to this intervention (or even explaining these approaches to the out the similarities and differences in the
reader): the "false-iliness beliefs" school of thought and the "energy-envelope” approaches. We have conducted a
school of thought; the first seeks to challenge patients' beliefs about their illness |sensitivity analysis of the meta-analysis
with the intention that patients should decrease their attention to their symptoms, [removing dissimilar approaches and
the latter seeks to teach patients to live within the limitations of their illness (the |have included a description of this finding
energy envelope) by paying more attention to their symptoms; moreover, this in the results.
lumping of divergent forms of CBT also fails to acknowledge potential harms of
CBT for a patient with an organic illness
Michelle Methods Strong Reservations about: the failure to include a review of biomarker evidence |The scope of this report was based on
Strausbaugh including cardiopulmonary exercise testing and some clinical trials based on the questions designed by the Planning

inappropriate duration criteria that could distinguish subgroups and/or diagnostic
criteria as well as call into question the suitability of graded exercise therapy as a
potential treatment intervention; Dimmock et. al's comment with regard to
biomarker data is worth repeating here to underscore its importance: "Ultimately,
patterns of common symptoms are not the solution to the diagnostic challenges
of ME. Objective biomarkers are."

Committee. It was not the intent to
review etiology but rather to help inform
on aspects of diagnosis and treatment of
the syndrome ME/CFS. When biomarker
studies reported on diagnostic accuracy
or ways of correctly identifying patients
with ME/CFS and those without, these
studies were reported. We recognize that
the biomarker studies may eventually
provide insight into the etiology and
potentially diagnosis of ME/CFS but its
work is still in its infancy for diagnosing
the syndrome of ME/CFS and has not
been well studied in a way that reports
diagnostic validity in patients with
diagnostic uncertainty and thus did not
meet our inclusion criteria.

The purpose of this review is to
determine which treatments show benefit
or harm rather than to determine the
mechanism of how their effect occurs.
We recognize that there are several
theories pertaining to the mechanisms of
action of these interventions and this is
beyond the scope of this review and our
expertise.
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Michelle Methods strong reservations about: a failure to adequately review methodological flaws in  |We agree that there are some limitations
Strausbaugh the PACE trial which, due to its size, randomization, and comparative to the PACE trial and have expanded our

interventions design, resulted in the overstatement of the quality of evidence for |discussion of this throughout the report.
CBT and GET; while the draft report does acknowledge it had no access to study |Other studies also contributed to the
protocols (though for the PACE trial they are readily available -- see White, et. al |overall strength of evidence for both CBT
"Protocol for the PACE trial" BMC Neurol. 2007 Mar 8; 7:6) which would have and GET outcomes. Additional results
allowed for a more thorough examination of outcome and analysis reporting bias, |from the PACE trial have allowed us to
the draft report does not examine problems with the selection criteria, lack of include additional data on harms and the
actigraphy data, the anemic level of improvement across ALL interventions (even |6-minute walk test.

in the GET arm, patients remained very ill -- outcome measures like SF-36 scores
and the 6min walk test demonstrate that ME/ CFS patients remained sicker
compared to other diseases like pulmonary or congestive heart disease), post
hoc changes to data analysis that theoretically could result in a patient entering
the study functionally better than he/she ended it)
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Michelle
Strausbaugh

Methods

Strong reservations about: several a priori decisions on treatment outcomes
biased the analysis of treatment studies including the decision to focus on fatigue
thereby excluding PEM, the almost exclusive use of self-report measures (which
by their very nature are subjective), the lack of physical function outcomes, and
the lack of objective outcomes such as actigraphy data; | cannot agree more with
the Dimmock et al statement, "the a prior decision to focus on self-report
measures and changes in fatigue (as opposed to other ME symptoms) narrowed
the scope of the Evidence Review. Including studies that used changes in
physiological measures like antibody titers would have broadened the number of
interventions examined by the Review." This is particularly vexing given that
treatments were examined with the expressed purpose of noting what they might
reveal about etiology (while etiological studies were ignored), making it hard not
to feel there is inherent bias in favor of behavioral studies

The scope of this report was based on
the questions designed by the Planning
Committee. It was not the intent to
review etiology but rather to help inform
on aspects of diagnosis and treatment of
the syndrome ME/CFS. When biomarker
studies reported on diagnostic accuracy
or ways of correctly identifying patients
with ME/CFS and those without, these
studies were reported. We recognize that
the biomarker studies may eventually
provide insight into the etiology and
potentially diagnosis of ME/CFS but its
work is still in its infancy for diagnosing
the syndrome of ME/CFS and has not
been well studied in a way that reports
diagnostic validity in patients with
diagnostic uncertainty and thus did not
meet our inclusion criteria.

The purpose of this review is to
determine which treatments show benefit
or harm rather than to determine the
mechanism of how their effect occurs.
We recognize that there are several
theories pertaining to the mechanisms of
action of these interventions and this is
beyond the scope of this review and our
expertise.
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Michelle Methods as a result of the review protocol established by AHRQ, the draft report fails to Given that both terms have been used in
Strausbaugh address the broader but essential questions of whether ME and CFS are the the literature (both combined and
same disease, if ME is a more severe subset of a larger CFS diagnostic category, [individually) and continue to be used
or if ME and CFS are separate diseases that should be studied separately; while |clinically, we have used ME/CFS as a
the authors of the draft report are limited by this a priori assumption in the review [single term for the purpose of this report.
protocol (which, in turn, dropped this question from the review protocol due to the |We have also attempted to shed light on
lack of data available to answer such a question), this remains a fundamental how the case definitions that are
ontological problem that absolutely must be addressed and should be at the very |associated with these terms may reflect
least explored in greater depth in this draft report regarding how the problem distinct symptom sets (see Key Question
might be addressed by future research beyond a sentence acknowledging this 1). Additionally, we have added language
issue as controversial in the introduction, discussion, and future
research areas of the report to indicate
the desire of the ME/CFS community and
patients to adopt the term ME rather than
CFS which is considered too non-specific
aterm
Michelle Methods To Dimmock et. al.'s very thorough and careful analysis of the flaws of this draft [We agree that there are some limitations
Strausbaugh report of the Evidence Review, | would add the following: ¢ with regard to potential |to the PACE trial and have expanded our

methodological difficulties with the PACE trial, | would also note that there was
concern expressed that the form of pacing used for the "adaptive pacing"
intervention arm of the trial differs substantially from the type of pacing generally
in use in the patient community(1) or that the "adaptive pacing" approach involved
multiple forms of pacing (a term that itself is not well-defined within the medical
community) that led to confusion about what kind of pacing was actually effective
(2) (though it could be argued the PACE trial introduced a new combination
version of pacing); the study authors stated that since there was no manual
available for pacing, they created their own in collaboration with the patient
organization Action for ME rather than create one based on what was being used
in the research of Jason et al.(1999), Pesek et al. (2000), as well the popular
online site CFIDS & Fibromyalgia Self-Help (www.cfidsselfhelp.org) which has a
self-help course that teaches pacing using the Energy Envelope theory and
includes a textbook; given that the study authors were themselves involved in
creating the "adaptive pacing" interventional arm despite materials available that
were specifically based on the very Energy Envelope theory the PACE authors
were ostensibly trying to test in their study, it is possible they may have
consciously or unconsciously "underpowered" the comparative intervention

discussion of this throughout the report.
The concerns about the definition of the
adaptive pacing intervention should be
addressed to the study authors. Where
applicable we have expanded on the
adaptive pacing group.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Mary Dimmock |Methods The fundamental question that needs to be addressed is whether the eight (8) The role of the evidence report is to
“ME/CFS” case definitions encompass the same disease, a spectrum of provide the evidence available regarding
diseases, or separate, discrete conditions and diseases. the different case definitions. As outlined

It is essential that the AHRQ evidence review and the P2P agenda consider this |in the report, the various case definitions
fundamental question. The failure to tackle this cornerstone question in both the |differ in discrete ways. The P2P working
AHRQ evidence review and the P2P agenda puts the scientific validity of the group will be using information from the
entire P2P Workshop at risk report as well as from other invited
guests to make their decisions regarding
this question.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Methods | feel that the inclusion of the Oxford definition in your review is a fatal flaw that  |We appreciate that the case definitions
#52 will render your efforts at best meaningless and at worst harmful to those with are very different and that some are
MECFS. more inclusive than others and may

reflect less severe cases or non-cases of
ME/CFS as is fully outlined in the Key
Question 1 response of the report. After
consultation with the Planning
Committee and Technical Expert Panel,
we did elect to include all case definitions
in the report a priori for several reasons.
First of all, there are very few trials and
excluding some of these definitions
would limit the evidence even further
than is already outlined. Secondly, the
intent was that this could at least provide
a foundation to determine what
interventions may be effective. Where
available, we compared findings using
different case definitions to determine if
findings were consistent or not across
studies. We have expanded the
discussion of our future research needs
to include that future studies should
perform sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria.

We have edited our report to highlight
any differences noted when different
case definitions are used; It was our
intent to err on the side of including
important and/or informative evidence
from earlier studies and to also highlight
differences if differences exist

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer
#1

Methods

The case definitions are not interchangeable. Treating them as such in the review
ignores the evidence about differences in patient populations.

Selected references from Evidence Review (in italics)

p. 1 “Currently diagnosing a patient with ME/CFS relies on the use of a set of
clinical criteria (case definitions) to distinguish ME/CFS from other conditions that
may also present with fatigue.”

Results (Structured Abstract) V -- “Multiple case definitions have been used to
define ME/CFS and those that require the symptoms of post-exertional malaise
and neurological and autonomic manifestations appear to represent a more
severe subset of the broader ME/CFS population” (repeated in similar format in
the Executive Summary ES-25 (... appear to represent ‘more involved’) and main
report p. 60 (appear to represent ‘more impaired’)

ES- 1 and p.1 “For this review, ME and CFS will be used synonymously
(ME/CFS) and will include the population(s) studied under either of these terms,
recognizing that issues regarding terminology are currently unresolved.”
[Underlining added.]

ES- 26 Several studies attempted to demonstrate that ME, ME/CFS, and CFS
case definitions identify different groups of people. Studies did this by identifying
people who met one criteria but not the other. Using this approach, it appears that
the case definitions labeled as ME and ME/CFS select a population with more
impairment, lower functioning, and higher symptom reporting compared with the
case definitions labeled as CFS alone.”

Conclusions ES-32: “Multiple case definitions for ME/CFS exist with those that
require symptoms of PEM, neurological impairment, and autonomic dysfunction
representing a more severe form of the condition.”

Discussion: The whole evidence review mixes and matches the definitions of ME
and CFS. It identifies eight case definitions, notes that those with the labels ME
and ME/CFS define a population that is more severely impaired and then treats
them as essentially equivalent, which they are not. This approach was continued
in the treatment sections, where treatments used for any of the case definitions
were analyzed and results reported. One reason given in the review is to allow a
“broad representation of patients.” This is not helpful when we are trying to
properly diagnose and treat people with ME. They may need and respond to
entirely different treatments.

The issues are not just of “terminology” they are at the basis of much of the
existing confusion, underlie much of the current discussion and fuel current
research.

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is fully outlined in the Key
Question 1 response of the report. We
have expanded our discussion of the
limitations, applicability and future
research to highlight the need for
subgroup analysis to determine how
different populations may respond.
Additionally, we have edited our report to
highlight any differences noted when
different case definitions are used; it was
our intent to err on the side of including
important and/or informative evidence
from earlier studies and to also highlight
differences if differences exist.

We have reviewed the letter to the
Honorable Kathleen Sebelius and have
made note of its recommendations in our
discussion.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Methods (continued) In the Future Research section, the report suggests that “it would be |We appreciate that the case definitions

#1 ideal if future intervention studies consistently used an agreed upon single case |are very different and that some are
definition.” Such an agreed upon definition has been put forward. Approximately |more inclusive than others and may
50 researchers and clinicians signed an open letter to then US Secretary of reflect less severe cases or non-cases of
Health and Human Services, the Honorable Kathleen Sebelius. The original letter [ME/CFS as is fully outlined in the Key
was dated September 23, 2013 and updated with additional signatures on Question 1 response of the report. We
October 25, 2013. have expanded our discussion of the

limitations, applicability and future
research to highlight the need for
subgroup analysis to determine how
different populations may respond.
Additionally, we have edited our report to
highlight any differences noted when
different case definitions are used; it was
our intent to err on the side of including
important and/or informative evidence
from earlier studies and to also highlight
differences if differences exist.

We have reviewed the letter to the
Honorable Kathleen Sebelius and have
made note of its recommendations in our
discussion.
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Bianca Methods I'm deeply concerned that the many substantial flaws within this report will create |Thank you for your comments. Please
Lindstrom an undue risk of significant harm to patients with ME and that it most likely will see above. We have expanded our
Anneli hamper, retard and confuse the much needed ME/CFS research for years to discussion of the limitations, applicability
Magnusson come. These issues must be addressed before the Evidence Review is issued in |and future research to highlight the need
Lars-Eric its final form. for subgroup analysis to determine how
Magnusson The failure to differentiate between patients with the symptom of subjective different populations may respond.
Benita Meriaux unexplained fatigue on the one hand, and objective immunological, neurological
Anton Meriaux and metabolic dysfunction on the other, calls into question the entire Review and
Mireille Edgren all conclusions made about diagnostic methods, the nature of this disease and its
Hans Edgren subgroups, the benefits and harms of treatment, and the future directions for
Asa Kleberg research.
Sven-Erik Accepting eight disparate ME or CFS definitions as equivalent in spite of dramatic
Johansson differences in inclusion and exclusion criteria - even contradictory/mutually
Vera Bengtsson exclusive in some aspects - , the Review draws conclusions on subgroups,
diagnostics, treatments and harms for all CFS and ME patients based on studies
done in any of these eight definitions. In doing so, the Evidence Review
disregards its own concerns, as well as the substantial body of evidence that
these definitions do not all represent the same disease and that the ME
definitions are associated with distinguishing biological pathologies. It is
unscientific, illogical and risky to lump disparate patients together without regard
to substantive differences in their underlying conditions.
Public Reviewer |Methods The Draft Report states that: "We elected to include trials using any predefined  |Thank you for this comment. Please see
#2 case definition but recognize that some of the earlier criteria, in particular the above. We have expanded our
Oxford (Sharpe, 1991) criteria, could include patients with 6 months of discussion of the limitations, applicability,
unexplained fatigue and no other features of ME/CFS. This has the potential of |and future research sections accordingly.
inappropriately including patients that would not otherwise be diagnosed with
ME/CFS and may provide misleading results."
This rather important caveat should be given greater prominence in the overall
report and any summary if it is a fundamental problem which could undermine the
conclusions of the entire review.
Public Reviewer |Methods Although Dr. Melvin Ramsay described ME in 1986 his definition was updated in [Thank you for this comment. Dr. Ramsey

#1

1988 — the cutoff year used for this review.

The ME case definition as described by Dr. Melvin Ramsay has not been
included as one of the case definitions. The earlier version in 1986 is a general
reference. On page 17 (3rd paragraph) Ramsay’s name is misspelled as
“Ramsey” in the description of one of the studies (Jason et al 2012)

Ramsay M: Myalgic Encephalomyelitis and Postviral Fatigue States. 2nd edition.
London: Gower Medical Publishing; 1988.

presented symptoms that he identified as
part of a syndrome but did not present a
set of clinical criteria to meet a case
definition.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Methods The ICC definition is for Myalgic Encephalomyelitis (ME). It is for ME for a reason;|Thank you - we have reviewed the ICC
#1 because of what is known about ME and its underlying pathophysiological and its associated primer and made edits
dysfunction. to the report accordingly.

Reference in Review p. 1 “The most recent international consensus report
advocates moving away from the term CFS in favor of ME ... and to embrace the
two terms as synonymous.”

The ICC specifically seeks to distinguish ME from CFS as follows: “Individuals
meeting the ICC have myalgic encephalomyelitis and should be removed from
the Reeves empirical criteria and the National (NICE) criteria for chronic fatigue
syndrome.”

The publication of the ICC resulted in comment to the article (van der Meer and
Lloyd) which resulted in a follow-up response (Broderick) which included the
following statements providing more information about the importance of
distinguishing the case definition.

“Whether patients with less severe conditions represent a continuum, faulty
diagnosis or different disease entities can only be determined by future studies”
“When advances in scientific technology are applied to patients who meet the
more specific case definition of the ICC for ME, the current urgent need for
identifying and confirming specific biopathological mechanisms and biomarkers
will be facilitated, and our improved understanding of the pathophysiology can
then be directed towards enhancing treatment efficacy.”

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Methods Reconsider the exclusion of the studies looking at biomarkers, cell function, Thank you. We recognize that the
#1 immunologic, virologic/bacterial hormonal etc. (See also comment eight, which biomarker studies may eventually
deals with related issue) provide insight into the etiology and
Reference in Review -- ES -1 “This review is not intended to address the question |potentially diagnosis of ME/CFS.
of etiology nor underlying factors that lead to the onset or perpetuation of However, review of this literature was
ME/CFS but rather to focus on the diagnosis and treatment of this syndrome.” outside of the scope of this report.

ES-25 “Articles that attempted to define an etiology on the basis of a biochemical
marker or a particular physiologic test were not included in this review because
the intent of these was to identify an etiology rather than understand how the
specific test could distinguish patients that would respond to treatment.” As well,
subgroups were not studied as they did not report diagnostic testing outcomes.
Discussion -- This is a chicken and egg proposition. Accurate diagnosis and
treatment will rely on knowing more about the body’s response to ME/CFS. The
review paper outright excludes some very important studies that are pointing to
biomarkers as well as to other ways of distinguishing ME/CFS patients by
subgroups. These papers are important stepping stones; not only to more precise
diagnosis of ME/CFS patients but to appropriate treatment for the subgroups the
research has begun to demonstrate.

Studies excluded include a large literature showing biologic abnormalities in
persons with ME/CFS; a literature that directly links to the case definitions.
Studies were excluded if they looked at any outcome other than fatigue i.e. pain,
antidepressants, sleep treatment (see also comment eight).

One of the very interesting sections of the report starts on p. 74 “Findings in
Relationship to What is Already Known.” Much of this section is also found in Key
Findings and Strength of Evidence p. ES- 25 and on. This material is of
considerable importance in providing a context for the larger picture as well as for
future research. The [Findings in Relationship to What is Already known] section
explains why the review does not look at the research which the study has
determined is “focused at discovering etiologies rather than testing diagnostic
strategies in patients.” This includes studies on biomarkers and studies on “cell
function, immunologic, virologic/bacterial, hormonal etc” which identified
subgroups on the basis of exercise testing, cerebral blood flow as measured by
arterial spin labeling, gait kinetics, impaired blood pressure
variability/hemodynamic instability, bioenergetics (capacity to recover from
acidosis) and many others [references to some of these studies included in the
review report.]

Other relevant studies were not included because they did not report on
“diagnostic testing outcomes, such as ROC/AUC, sensitivity

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
63



{ '- _/ AHRQ

Agency for Healthcare Resoarch and Qusity

* wacw aheg o

/"'_-'\
@ Effective Health Care Program

Commentator Section Comment Response
& Affiliation

Bianca Methods Treatment trials that were shorter than 12 weeks were excluded, even if the We performed a secondary search to
Lindstrom treatment duration was therapeutically appropriate. The big exclusion here was |determine if treatments that were
Anneli the rituximab trial; despite following patients for 12 months, it was excluded appropriately given for <12 weeks would
Magnusson because administration of rituximab was not continuous for 12 weeks (even have changed the results. We found two
Lars-Eric though rituximab is not approved for 12 weeks continuous administration in ANY [additional studies and included them in
Magnusson disease). Many other medication trials were also excluded for not meeting the 12 |our discussion of the treatment results.
Benita Meriaux week mark. Exclusion of these studies may also have biased the Review toward
Anton Meriaux including more behavioral and exercise intervention studies, and fewer

Mireille Edgren medication trials.

Hans Edgren
Asa Kleberg
Sven-Erik
Johansson
Vera Bengtsson

Mary Dimmock |Methods The attached comments reflect significant concerns with how this Evidence We have highlighted differences between

et al

Review has been conducted, the diagnostic, subgroup and treatment conclusions
drawn by this report and the risk of undue harm that this report creates for
patients with myalgic encephalomyelitis (ME). A final version should not be
published until these scientific issues are resolved.

Most fundamentally, this Evidence Review is grounded in the flawed assumption
that eight CFS and ME definitions all represent the same group of patients that
are appropriately studied and treated as a single entity or group of closely related
entities. Guided by that assumption, this Evidence Review draws conclusions on
subgroups, diagnostics, treatments and harms for all CFS and ME patients based
on studies done in any of these eight definitions. In doing so, the Evidence
Review disregards its own concerns as well as the substantial body of evidence
that these definitions do not all represent the same disease and that the ME
definitions are associated with distinguishing biological pathologies. It is
unscientific, illogical and creates undue risk of harm to lump disparate patients
together without regard to substantive differences in their underlying conditions.

case definitions and that definitions
labeled as ME represent a distinct and
more impaired population throughout the
report. We included all studies with
available data as it was our intent to err
on the side of including any important
and/or informative evidence from earlier
studies and to highlight differences if
such differences existed. We have
reported as available any subgroup
analysis of patients meeting different
definitions.
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Comment

The bad science reflected in citing Oxford’s flaws and then using Oxford studies
anyway, as well as recognizing the importance of PEM but failing to consider the
implications of Fukuda’s and Oxford’s failure to require it.

Response

We erred on being more inclusive for the
case definitions.
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Mary Dimmock
et al

Methods

Diagnostic methods were assessed without first establishing a valid reference
standard.

Critical biomarker and cardiopulmonary studies, some of which are in clinical use
today, were ignored because they were judged to be etiological studies or used
the wrong statistics, regardless of the importance of the data.

Treatment outcomes associated with all symptoms except for fatigue were
disregarded, potentially resulting in a slanted view of treatment effectiveness and
harm.

Treatment trials that were shorter than 12 weeks were excluded, even if the
treatment duration was therapeutically appropriate.

Counseling and CBT treatment trials were inappropriately pooled without regard
for the vast differences in therapeutic intent across these trials.

Conclusions about treatment effect and harms failed to consider what is known
biologically about ME and patients likely response to the therapies that are being
recommended.

The Evidence Review states that its findings are applicable to all patients meeting
any CFS or ME definition regardless of the case definition used in a particular
study.

We have emphasized the limitations in
diagnostic studies given that there is lack
of a valid reference standard and have
expanded our discussion of this for the
final report.

Reviewing the various theories
surrounding etiology and the associated
studies in biomarkers and
cardiopulmonary studies was beyond the
scope of this report. Any of these studies
that reported on diagnostic testing were
included.

A priori, the focus of the outcomes was
toward the comprehensive syndrome of
ME/CFS rather than individual
symptoms.

We performed a secondary search to
determine if other treatments that were
appropriately given for <12 weeks would
have changed the results. We added
additional studies of rituximab and
acyclovir to our discussion of
medications.

We performed a sensitivity analysis of
just the CBT trials, excluding the other
types of counseling (i.e., support,
relaxation, peer counseling) and have
added this to the discussion of these
trials.

We have expanded our discussion
section on the concerns surrounding
PEM and exercise as well as on the
need for future research with subgroup
analysis on patients with these
symptoms.

We have emphasized throughout the
importance of considering the different
case definitions and the limitations of the

results due to this variability.
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Bianca Methods Treatment outcomes associated with all symptoms except fatigue were The advice of the Technical Expert Panel
Lindstrom disregarded, potentially resulting in a slanted view of treatment effectiveness and |was that the most meaningful and helpful
Anneli harm. This decision excluded Dr. Lerner’s antiviral work, as well as entire classes |place to focus would be on the syndrome
Magnusson of pain medications, antidepressants, anti-inflammatories, immune modulators, of ME/CFS and the universally

Lars-Eric sleep treatments and more. If the treatment study looked at changes in objective |experienced symptom of fatigue. The
Magnusson measures like cardiac function or viral titers, it was excluded. If the treatment treatment of individual symptoms of
Benita Meriaux study looked at outcomes for a symptom other than fatigue, it was excluded. Me/CFS was beyond the scope of the
Anton Meriaux questions designed by the Planning
Mireille Edgren Committee. Other experts will be

Hans Edgren speaking to these topics at the PTP
Asa Kleberg workshop.

Sven-Erik
Johansson
Vera Bengtsson

Bianca Methods Critical biomarker and cardiopulmonary exercise studies, some of which are in We agree that there is important work
Lindstrom clinical use today, were ignored because they were judged to be intended to that is being done in the field which was
Anneli address etiology, regardless of the importance of the data. This included most of |beyond the scope of this report. There
Magnusson Dr. Snell’'s and Dr. Keller's work on two day CPET, Dr. Cook’s functional imaging |will be other invited guests to the P2P
Lars-Eric studies, Dr. Gordon Broderick’s systems networking studies, Dr. Klimas’s and Dr. |workshop that will be addressing these
Magnusson Fletcher’'s work on NK cells and immune function, and all of the autonomic tests. |issues.

Benita Meriaux
Anton Meriaux
Mireille Edgren
Hans Edgren
Asa Kleberg
Sven-Erik
Johansson
Vera Bengtsson

None of it was considered. Also, the Review fails to discuss the diagnostic utility
of CPET.
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Bianca Methods Regarding treatments, the Review explicitly decided to focus on changes in only |The advice of the Technical Expert Panel
Lindstrom one(!) symptom, fatigue, and almost exclusively self-reported subjective was that the most meaningful and helpful
Anneli measures over objective measures of functional capacity, thereby choosing to place to focus would be on the syndrome
Magnusson ignore the critical component PEM (correctly noted by the Review to be a of ME/CFS and the universally
Lars-Eric hallmark characteristic of the disease), as well as all other well documented and |experienced symptom of fatigue. The
Magnusson studied symptoms such as pain or neurological, endocrine, cardiovascular, treatment of individual symptoms of
Benita Meriaux immunological, cognitive and muscular abnormalities; most of them objectively Me/CFS was beyond the scope of this
Anton Meriaux measurable/verifiable. Inexplicably reducing a neuroimmune illness such as ME |review. Other experts will be speaking to
Mireille Edgren to just one single diffuse symptom that can also be found in a myriad of other these topics ant the PTP workshop.
Hans Edgren illnesses, and that can’t even be measured objectively, is unacceptable.
Asa Kleberg Including studies that used changes in physiological measures like antibody titers
Sven-Erik would have broadened the number of interventions examined by the Review.
Johansson Examining data on objective measures of physical function like activity would
Vera Bengtsson have not only broadened the evidence base, but would have introduced data that
call into question the assessment of GET benefits. There is no question that the
selection of outcomes measures ultimately changed the Evidence Review's
conclusions, and the Review must explicitly acknowledge the detrimental impact
of those a priori decisions.
Public Reviewer |Methods In addition to excluding the best minds for the task, the AHRQ has ignored the Although we recognize the importance of
# 53 critical disciplines: etiology; immune, cardiopulmonary, neural , and autonomic better understanding PEM, the
biomarkers; as well as Post Exertional Malaise that is crucial to defining the diagnoses and treatment of individual
illness of ME and differentiating between those who have it and those who are symptoms of ME/CFS was beyond the
fatigued, even chronically, because of any number of other conditions. Without  |[scope of the questions identified by the
this distinction the AHRQ does not have a precise population for which to planning group for this review. Other
compare studies. experts will be speaking to these topics
at the P2P workshop.
Bianca Methods It is scientifically unreasonable and unethical to make recommendations about Thank you for your comment. We agree
Lindstrom diagnostics, treatments and harms in one patient population based on studies that there are significant limitations in the
Anneli done in another patient population. Given the evidence that these definitions do |current state of evidence surrounding the
Magnusson not encompass the same populations, this Review must reassess the validity of |syndrome of ME/CFS, not the least of
Lars-Eric its core assumption and the conclusions made on the basis of that assumption.  |which is the lack of a universally agreed
Magnusson upon case definition and the

Benita Meriaux
Anton Meriaux
Mireille Edgren
Hans Edgren
Asa Kleberg
Sven-Erik
Johansson
Vera Bengtsson

heterogeneity of patient populations. One
of the purposes of this report is to shed
light on the deficits in the body of
literature and to provide potential areas
of focus for future research.
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Bianca Methods Flawed search methods. Inclusion/exclusion choices apparently shaped what Thank you for your comment.
Lindstrom evidence was considered and what conclusions were drawn, and to my mind Throughout the report we have
Anneli reflect a poor understanding of ME/CFS research. Some examples of how the emphasized the challenges in this body
Magnusson above assumptions and protocol choices negatively impacted this Review of literature when a diagnostic test
Lars-Eric include: cannot be compared to an acceptable
Magnusson Evidence about the significant differences in patient populations and in the reference standard. We have highlighted
Benita Meriaux unreliability and inaccuracy of some of these definitions was ignored and/or these limitations and expanded our
Anton Meriaux dismissed. This includes: Dr. Leonard Jason’s work undermining the Reeves discussion of applicability and
Mireille Edgren Empirical definition; a study that shows the instability of the Fukuda definition recommendations for future research.
Hans Edgren over time in the same patients; studies demonstrating that Fukuda and Reeves  |We have reviewed the evidence
Asa Kleberg encompass different populations; and differences in inclusion and exclusion comparing different case definitions and
Sven-Erik criteria, especially regarding PEM and psychological disorders. attempted to highlight these differences.
Johansson Diagnostic methods were assessed without first establishing a valid reference
Vera Bengtsson standard. Since there is no gold reference standard, each definition was allowed
to stand as its own reference standard without demonstrating it was a valid
reference.
Bianca Methods The Review never questioned whether the disease theories underlying these Thank you for your comments. The
Lindstrom treatments were applicable across all definitions. Yet again the failure to be clear |purpose of this review is to determine
Anneli and specific about what disease was being studied muddles the findings. It simply |which treatments show benefit or harm
Magnusson isn’t reasonable comparing treatments like Rituximab/Rituxan or Ampligen rather than to determine the mechanism
Lars-Eric (targeting a very specific objectively measurable biological issue) with talk and/or |of how their effect occurs. We recognize
Magnusson exercise therapies (thought to reverse what is assumed to be the patient’s “false |that there are several theories pertaining

Benita Meriaux
Anton Meriaux
Mireille Edgren
Hans Edgren
Asa Kleberg
Sven-Erik
Johansson
Vera Bengtsson

iliness beliefs”) by pretending that both types are about aimed at the one and
same disease.

to the mechanisms of action of these
interventions and this is beyond the
scope of this review.
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Bianca Methods The issue of harms associated with CBT and Graded Exercise Therapy/GET has [We have reported on harms of CBT and
Lindstrom not been adressed adequately. Again a problem likely caused by the failure to be |GET where these outcomes are reported
Anneli clear and specific about what disease was being studied. The Review ignored in the trials. We have added references
Magnusson substantial evidence of harms associated with GET, thereby failing to recognize |for the PACE trial in particular and added
Lars-Eric the evidence of well-known correlations between abnormal physiological this information to the results. There are
Magnusson responses to exercise (as evidenced by significant, distinct responses to exercise |few trials that reported harms, but we
Benita Meriaux in gene expression and cardiopulmonary measures), Post Exertional have discussed in the future research
Anton Meriaux Malaise/PEM, and harms following GET. This underplays the serious risk of harm |section that monitoring of harms and
Mireille Edgren for ME patients who are prescribed exercise, and creates a high risk that the reporting of harms should be more
Hans Edgren Review will be used to perpetuate the harmful prescription of exercise to ME comprehensive and transparent.
Asa Kleberg patients who are physically incapable of exercising without incurring harm.
Sven-Erik Patients who have an organic disease characterized by neurological,
Johansson immunological and metabolic impairments would not have a meaningful
Vera Bengtsson therapeutic response to CBT (based on hypothetical “false illness beliefs”) and

would be at higher risk for harm. The Review must clearly acknowledge the harm

done to ME patients when psychological theories and treatments are applied to a

disease with demonstrated organic pathologies.

To claim that correcting patients’ false iliness beliefs could adequately treat

multiple sclerosis or hypothyroidism would be malpractice and quackery.

Similarly, a disease like ME characterized by multisystem dysfunctions and

measurable physiological abnormalities cannot be credibly treated by convincing

patients that they erroneously believe those physiological problems to exist. The

reverse is also true: patients with the single symptom of chronic fatigue are not

likely to respond to treatment with antivirals or immune modulators, in the

absence of measurable immune dysfunction.
Solve ME/CFS |Methods Methods The scientific information packet (SIP)
Initiative and In the Literature Search Strategy on page 4 it is noted that “scientific information [submissions did not meet inclusion
Research packets were requested from drug and device manufacturer who potentially had |criteria. When SIP submissions
Advisory data on the use of medications or devices for ME or CFS, who had the suggested articles that we excluded
Council opportunity to submit data using the portal for submitting scientific information upon review, the citations were added to

packets on the Effective Health Care Program Web site. Seventeen submissions
were received”. However, it is not clear where these 17 submissions are listed,
how they were analyzed, included or excluded and whether they provided
evidence--based information.

the excluded studies list in the report
appendix (which lists all articles reviewed
that did not meet inclusion criteria).
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Public Reviewer |Methods Report does not even look at symptom related outcomes other than fatigue .... Thank you for this comment - by

#1 The a priori decision not to include other outcomes is ill-considered and shows a |excluding symptom-related outcomes,
lack of understanding of the condition. we in no way meant to be inconsiderate
“ES-30 “Given the breadth of symptoms in ME/CFS, we a priori elected to not of the experience of patients. Addressing
review symptom related outcomes except for fatigue. Some interventions may all symptoms experienced by patients
have revealed benefit for other characteristics of ME/CFS and this review would |with ME/CFS was outside the scope of
not have identified these outcomes.” the questions designed by the planning
And yet, ES-31 Future Research “It is particularly important for future studies to  [committee. We have identified areas of
report findings according to the cardinal features of ME/CFS such as PEM, future research, including a systematic
neurocognitive status, and autonomic function as treatment choices may differ for [review on PEM diagnosis and treatment,
subsets of the population” which would be a topic unto itself.
From Discussion of ICC definition of ME “Using ‘fatigue’ as a name of a disease
gives it exclusive emphasis and has been the most confusing and misused
criterion. No other fatiguing disease has ‘chronic fatigue’ attached to its name —
e.g. cancer/chronic fatigue, multiple sclerosis/chronic fatigue — except ME/CFS.”

Public Reviewer |Methods ...All of the studies that validated our experiences, corroborated her symptoms, |Thank you for sharing your experiences.

# 53

gave us criteria for measurement and the ability to document change, that
brought some relief and a basis for looking for improvement over time in this story
have been left out of the AHRQ review. Those studies as well as Chia’s delving
into “smoldering viruses” and every other study by researchers related to
pathogens and post-viral syndromes, possible root causes, and other studies that
the current AHRQ have found too small for inclusion are precisely the ones that
physicians in general practice need to know about—now, even before the whole
nut of ME has been cracked—in order to stop harming and begin helping
patients. It is faulty review criteria that excludes this most promising science. It
needn'’t be the case.

As if it is not enough for patients to languish for years and decades without real
treatment options, when doctors have been told by the NIH that ME is the same
thing as CFS, only treated with CBT and GET, they do not take seriously the
constellation of symptoms that reveal that ME can be fatal. ...

We have heard similar experiences from
other individuals as well. When we
consider evidence on which to base
conclusions, we need to look beyond the
experience of individuals and look to
studies that compare treatments in a way
that minimizes the risk that something
impacted change in an individual beyond
the effects of the treatment provided.
Unfortunately, the research in ME/CFS
remains primarily with small pilot studies;
interventions such as you are describing
have not yet been studied in a way that
allowed them to meet our inclusion
criteria. That said, individual experience
continues to provide a basis for justifying
future research that can be performed in
a manner in which the results can help
inform and direct clinical decision
making. We have greatly expanded our
discussion of limitations, applicability,
and future research needs aided by the
comments provided by individuals like
you. Thank you again.
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Public Reviewer |Methods “Given the breadth of symptoms in ME/CFS, we a priori elected to not review Thank you for this comment - we agree
#2 symptom related outcomes except for fatigue.” (Draft review, es30) that attempts to measure subjective
A problem with this is the we do not have a reliable measure for ‘fatigue’. Much  [reports of symptoms in an objective
trouble has been caused by researchers seeming to just assume some fatigue manner present with their own set of
guestionnaire reliably captures the symptom most troubling to patients with challenges; we did find in this body of
ME/CFS, even when assessing biopsychosocial interventions specifically literature that multiple measures were
intended to alter patient cognitions. used. We were unable to pool studies
because of this heterogeneity and have
discussed the limitations to applicability
of the findings on this measure.
Bianca Methods The failure to examine objective measures of function, combined with the failure |[We have included measures of function
Lindstrom to consider treatment studies that used biomarker changes such as viral titers, where reported (6 MWT for example) but
Anneli resulted in the exclusion of many studies. These studies would have changed the |have not included intermediary measures
Magnusson Review's conclusions about the effect of CBT and GET on function, and would including biomarker studies unless they
Lars-Eric have expanded the evidence on medication trials. reported on measures of diagnostic
Magnusson The choice of inclusion and exclusion criteria made by the Review unreasonably |accuracy.
Benita Meriaux excludes critical evidence on diagnostic methods and subgroups.
Anton Meriaux
Mireille Edgren
Hans Edgren
Asa Kleberg
Sven-Erik
Johansson
Vera Bengtsson
Bianca Methods The Review excluded all studies examining biomarkers or physiological tests We agree that there is important work
Lindstrom “because the intent of these was to identify an etiology rather than understand being done in the field that was beyond
Anneli how the specific test could distinguish patients that would respond to treatment.” |the scope of this report. There will be
Magnusson This choice means that hundreds if not thousands of studies were not considered |other invited guests to the P2P workshop
Lars-Eric at all, which had the indisputable effect of narrowing the evidence base that will be addressing these issues.
Magnusson monumentally. This limitation and its ramifications for the Review’s conclusions

Benita Meriaux
Anton Meriaux
Mireille Edgren
Hans Edgren
Asa Kleberg
Sven-Erik
Johansson
Vera Bengtsson

must be expressly acknowledged.
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Public Reviewer Earlier in the history of the biopsychosocial management of ME/CFS, it was When actometer data was available in an
#2 recognised that other more objective outcomes were of importance. A 1990 letter |included trial, then it was reported as a
from Wessely et al. recognised that an increase in patient’s activity must measure of function.

ultimately be the aim of any treatment [1], while a later Wessely et al. response to
an RCT [2] which found CBT to be no more effective at increasing self-reported
activity than placebo (this study was given exclusion code 9 in the draft review,
despite being a rare biopsychosocial study with a placebo control) stated that “the
primary aim of treatment is to restore activity and function” and “if a patient
completes the program, he or she must have increased their activity, even if
everything else remains unchanged.”[3] It was therefore argued that the efficacy
of CBT had not truly been tested as the patients “may have attended the
sessions, but did not comply with the program”.

Such claims are now rarely made by those who have developed and promote
CBT as an effective treatment for CFS. In 2001 an RCT assessing CBT for CFS
was published in the Lancet [4] reporting a positive result for patient’s self-
reported fatigue and functional impairment. Although not released at the time, the
trial also collected actimeter data, which found that in this ‘positive’ trial CBT did
not lead to patients being able to increase their activity levels. This finding was
repeated in two further trials [5,6] and then finally the data was released in a 2010
meta-analysis [7], where the results were presented as evidence that CBT is
effective even without patients needing to increase their activity levels. This
actimeter data has also been excluded from the draft review.

Although the PACE trial [8] had listed actimeters as an outcome measure in the
trial’s identifier, and then purchased and used them at baseline, they were later
dropped as an outcome measure.[9] In his response to concerns about the lack
of objective outcome measures, Professor White stated “We have used several
objective outcome measures; the six minute walking test , a test of physical
fitness, as well as occupational and health economic outcomes”.[9] The addition
of CBT to patient’s medical care did not lead to improvements in any of the
objective outcome measures, while the addition of GET led to a statistically
significant improvement only for the six minute walking test, with this
improvement failing to reach the criteria for clinical significance used for other
outcome measures in the trial.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
Published Online: December 9, 2014
73



* wacw aheg o

*\ '/ _ﬂgﬁﬁ“_m“mm” @ Effective Health Care Program

Commentator Section Comment Response
& Affiliation
Public Reviewer (continued) It is important that evidence is collected and assessed independently |When actometer data was available in an
#2 of the preferences of those researchers who may have ideological, professional |included trial, then it was reported as a
or financial interests in the promotion of particular treatments. Data from the measure of function.

above trials showing no improvement in activity levels [7] and neuropsychological
performance [10] should be assessed and fed into the findings of this review,
even if it is presented in a way which would allow it to be excluded. The decisions
to class questionnaire scores as outcome measures, and objective measures of
activity as merely a way of assessing mediators of efficacy merely reflects the
preferences of the researchers involved, and one could just as easily choose to
present things the other way around.

Public Reviewer | Methods Activity levels as measured objectively by actigraphy have demonstrated that When activity levels were studied and
#7 CBT which incorporates GET does not increase the illness-induced decreases in |data available, we included these in our
physical activity. This providesimportant context to the ‘rehabilitation’ model of outcome.

CFS and the expectations of patients who doCBT/GET. The following publication |Wiborg, 2010 was excluded because it
is a meta-analysis of 3 trials of CBT which included GET: was a re-analysis of trials. It was
Wiborg JF, Knoop H, Stulemeijer M, Prins JB, Bleijenberg G. How does cognitive [considered as background only.
behaviourtherapy reduce fatigue in patients with chronic fatigue syndrome? The
role of physical activity.Psychol Med. 2010 Aug;40(8):1281-7. PMID: 20047707.
http://www.ncbi.nim.nih.gov/pubmed/20047707

Public Reviewer | Methods It is not explained what “methods” encompasses and indeed it appears that the  |Thank you. We have made edits to the

#1 way it is applied limits methods to scales, tests and tools... not history, Key Question 1 wording to better clarify
application of case definitions, ruling out of other conditions. the meaning and have added the
Reference in Review ES-2 p. 10 Key Question “What methods are available to diagnostic exclusionary information to
clinicians to diagnose ME/CFS and how do the use of these methods vary by our report.

patient sub-groups” Question 1 a What are widely accepted diagnostic methods
and what conditions are required to be ruled out

ES 9 No studies evaluated a diagnostic test for ME/CFS using an adequate size
and spectrum of patients and no studies demonstrated an accurate and reliable
method for identifying patients or subgroups of patients with ME/CFS

The only methods that are discussed are things such as the artificial neural
network test (ANN), Schedule of Fatigue and Anergia for CFS (SOFA-CFS) and
the SF-36.

The CCC has a listing of conditions that should be ruled out, none of these are
discussed in the review paper. The ICC excludes primary psychiatric disorders,
somatoform disorder and substance abuse as well as noting the necessity of
identifying and treating other diagnoses.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer | Methods Please improve transparency regarding the reasons for excluding studies from A key to the reasons for exclusion codes
#1 consideration. Explain what codes 2-4 involve is provided at the beginning of Appendix
There is a lack of transparency regarding exclusions — They simply note a D of the report. More specific
number (as prime reason for exclusion) but it is difficult to ascertain exact inclusion/exclusion criteria can be found
reasons ... (Sleep Apnea review for instance, provides more information in Appendix B. In the methods section of
regarding exclusions such as why population not relevant — e.g. stroke, the report we have attempted to clarify
Alzheimer) our inclusion and exclusion criteria.
Examples

De Becker P, McGregor N, De Meirleir K. A definition-based analysis of
symptoms in a large cohort of patients with chronic fatigue syndrome. J Intern
Med 2001; 250: 234-40. Exclusion code 5 -- having looked at this study, it was
difficult to determine why it would have been excluded

Also Lloyd A, Hickie I, Wakefield D, et al. A double-blind, placebo-controlled trial
of intravenous immunoglobulin therapy in patients with chronic fatigue syndrome.
Am J Med. 1990;89(5):561-8. PMID: 2146875. Exclusion code: 5

excluded code 2 -- Jason LA, Najar N, Porter N, Reh C. Evaluating the Centers
for Disease Control's empirical chronic fatigue syndrome case definition. J Disabil
Pol Studies 2009; 20: 91-100

Public Reviewer Were authors contacted if questions arose regarding studies? -- A. From We did not contact authors as the papers
#1 Research Protocol —Contacting Authors: In the event that information regarding |did not appear to omit any information
methods or results appears to be omitted from the published results of a study, or |we were expecting.

if we are aware of unpublished data, we will query the authors to obtain this
information.
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Public Reviewer | Methods Have the following studies been checked for relevance? These studies have been reviewed to
#1 Jason LA, Helgerson J, Torres-Harding SR, Carrico AW, Taylor RR: Variability in |see if they meet inclusion criteria. They
diagnostic criteria for chronic fatigue syndrome may result in substantial provide background and contextual
differences in patterns of symptoms and disability. Eval Health Prof 2003, 26: 3- |information but do not meet criteria for
22. (ME and CFS) inclusion.

Jason LA, Torres-Harding SR, Jurgens A, Helgerson J. Comparing the Fukuda et
al. Criteria and the Canadian case definition for chronic fatigue syndrome. J.
Chronic Fatigue Syndr. 2004; 12: 37-52.

King C, Jason LA (2004). Improving the diagnostic criteria and procedures for
chronic fatigue syndrome

Biological Psychology 68 (2005) 87—106 (Looks at CDC defiinitions)

Leonard A. Jason, Meredyth Evans, Molly Brown, Nicole Porter, Abigail Brown,
Jessica Hunnell, Valerie Anderson, Athena Lerch (2011). Fatigue Scales and
Chronic Fatigue Syndrome: Issues of Sensitivity and Specificity Disability Studies
Quarterly (2011) Vol 31 No 1

Keller B, Pyor JL, Giloteaux L (2014) Inability of myalgic
encephalomyelitis/chronic

fatigue syndrome patients to reproduce VO2 peak indicates functional impairment
Journal of Translational Medicine 2014, 12:104 doi:10.1186/1479-5876-12-104
Twisk FN (2014). Myalgic Encephalomyelitis (ME) and Chronic Fatigue
Syndrome (CFS): The essence of objective assessment, accurate diagnosis, and
acknowledging biological and clinical subgroups. Frontiers in Physiology.
accessed on October 15 2014 at
http://journal.frontiersin.org/Journal/10.3389/fphys.2014.00109/full
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Public Reviewer There appears to be significant oversights in relation to "employment outcomes" |Thank you for your comments. Although
#7 in the Draft Report. the work and social adjustment scale
Various measures are used, such as the Work and Social Adjustment Scale reflects more social adjustment than
(WSAS). WSAS data from the PACE Trial was included under employment employment parameters, it has been
outcomes, but lost employment hours was not. This omitted data is in the recognized as one tool to use in
following publication: measuring meaningful change in patients

McCrone P, Sharpe M, Chalder T, Knapp M, Johnson AL, Goldsmith KA, White |with ME/CFS. We have also included all
PD. Adaptive pacing, cognitive behaviour therapy, graded exercise, and specialist|the employment outcomes available in
medical care for chronic fatigue syndrome: a cost-effectiveness analysis. PLoS |the trials.

One. 2012;7(8):e40808. doi:10.1371/journal.pone.0040808. Epub 2012 Aug 1.
PMID: 22870204.
http://www.plosone.org/article/info%3Adoi%2F10.1371%2Fjournal.pone.0040808
The Draft Appendixes to the Draft Report indicates that this above mentioned
paper was excluded because of "wrong outcomes". This was probably an
oversight, because although the paper was primarily about cost-effectiveness and
may have been excluded on that basis, employment and welfare outcomes were
also included (and were not significantly different between the CBT, GET, SMC
intervention groups). Employment outcomes and work hours are given
importance in the Draft Report, so please reconsider the omission of this data.
The PACE Trial was also the largest and best conducted study of its type and the
important information about employment and welfare outcomes should not be
excluded.

Furthermore, the WSAS is not an accurate measurement of "employment
outcomes", it is more about "functional outcomes". Please examine the following
reference and appendix for clarification: "The Work and Social Adjustment Scale
(WSAS) is a self-report scale of functional impairment attributable to an identified
problem (Marks, 1986; see Appendix)."

Mundt JC, Marks IM, Shear MK, Greist JH. The Work and Social Adjustment
Scale: a simple measure of impairment in functioning. Br J Psychiatry. 2002
May;180:461-4. PMID: 11983645. http://bjp.rcpsych.org/content/180/5/461.long
Work and Social Adjustment Scale
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Public Reviewer (continued) Rate each of the following questions on a 0 to 8 scale: 0 indicates no |Thank you for your comments. Although

#7 impairment at all and 8 indicates very severe impairment. the work and social adjustment scale
Because of my [disorder], my ability to work is impaired. 0 means not at all reflects more social adjustment than
impaired and 8 means very severely impaired to the point | can't work. employment parameters, it has been
Because of my [disorder], my home management (cleaning, tidying, shopping, recognized as one tool to use in
cooking, looking after home or children, paying bills) is impaired. 0 means not at |measuring meaningful change in patients
all impaired and 8 means very severely impaired. with ME/CFS. We have also included all

Because of my [disorder], my social leisure activities (with other people, such as |the employment outcomes available in
parties, bars, clubs, outings, visits, dating, home entertainment) are impaired. 0 |the trials.

means not at all impaired and 8 means very severely impaired.

Because of my [disorder], my private leisure activities (done alone, such as
reading, gardening, collecting, sewing, walking alone) are impaired. O means not
at all impaired and 8 means very severely impaired.

Because of my [disorder], my ability to form and maintain close relationships with
others, including those | live with, is impaired. 0 means not at all impaired and 8
means very severely impaired.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Methods

According to the Draft Report:

"Good-quality studies are considered likely to be valid. Good-quality studies
clearly describe the population, setting, interventions, and comparison groups;
use a valid method for allocation of patients to interventions; clearly report
dropouts and have low dropout rates; use appropriate methods for preventing
bias; assess outcomes blinded to intervention status; and appropriately measure
outcomes and fully report results."

"Fair-quality studies have some methodological deficiencies, but no flaw or
combination of flaws judged likely to cause major bias. The study may be missing
information, making it difficult to assess its methods or assess limitations and
potential problems. The fair-quality category is broad, and studies with this rating
vary in their strengths and weaknesses: the results of some fair-quality studies
are likely to be valid, while others are probably invalid."

Not many studies are described in the Draft Report as "good-quality”. The PACE
Trial was described as "good quality" but other CBT/GET trials as "fair-quality".
Although the PACE Trial is larger and better conducted than other CBT/GET
studies, it may not be accurately described as "good-quality" according to the
criteria listed above for good quality studies: "use appropriate methods for
preventing bias; assess outcomes blinded to intervention status; and
appropriately measure outcomes and fully report results".

The PACE Trial was an open-label study which did not blind its participants,
providers, or assessors. The difficulties of blinding in such a trial does not negate
the fact that non-blinded trials are problematic. This opens up the trial results to a
range of biases, particularly when two of the tested therapies are aimed at
changing participants' beliefs and perceptions about their self-reported symptoms
and impairments, and when the more objective outcomes do not support the self-
reported improvements. This is not to say that the PACE Trial has no value and
should not be included, but questions the elevation of its status to "good quality”
when the same would not be done to non- blinded pharmacological trials.

Many of the pre-defined outcomes in the PACE Trial protocol (URL below) have
been greatly altered or have not been published:
http://www.biomedcentral.com/1471-2377/7/6

Thank you for your comments. We agree
that there are some limitations to the
PACE trial and have expanded our
discussion to reflect this throughout the
report. That said, we continue to rate this
as a methodologically good-quality trial
(referring to internal validity). Blinding to
intervention by the patient or the provider
would not be feasible in this type of
study; however, the assessors were
appropriately blinded and primary
outcomes were reported.
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#40

Methods

The AHRQ Evidence Review suffers from massive misunderstanding of the term
“Chronic Fatigue Syndrome” (CFS) and the condition it describes. The reviewers
accept application of the CFS term indiscriminately, confusing a wide range of
disease definitions to great harm. They not only mix apples and oranges, but also
papayas, mangos, gooseberries and parsnips. Accuracy and specificity are
needed. The following distinctions must be understood and included.

This term “Chronic Fatigue Syndrome” (CFS) originated with the CDC in 1988. It
was coined to describe specifically the disease and symptoms as presented in
the devastating and incomprehensible outbreak that afflicted more than 300
persons in and around the semi-rural Lake Tahoe resort of Incline Village,
Nevada, beginning in the winter of 1984-85.

In 1988 U.S. officials assembled medical experts to assign a nhame to the Incline
Village disease. Clinicians who have previously treated the disease then known
as Myalgic Encephalomyelits (M.E.) immediately recognized the symptoms and
presentations as such.

The name Myalgic Encephalomyelits originated in a 1950s article in the British
Medical Journal (BMJ), which concerned itself with a recent outbreak at London’s
Royal Free Hospital.

This name was made official in 1968 by the World Health Organization (WHO)
which concurrently defined the disease as neurological. Subsequently it would be
further established that the Tahoe-area outbreak and thousands upon thousands
more cases in the United States and abroad also comprised Myalgic
Encephalomyelitis (M.E.)

Nonetheless, the CDC re-christened the Nevada outbreak of Myalgic
Encephalomyelitis with the wholly misleading name “Chronic Fatigue Syndrome.”
The expression “chronic fatigue” conjures up for most people the universal over-
tiredness of the modern era — something a long sleep and a week in the country
would be bound to cure. Thus the re-christening has had the effect of causing
severely incapacitated patients to be characterized as hypochondriacs and
malingerers, and, most importantly, to be deprived of medical research and care.
Further, the term “chronic fatigue” is unhelpfully unspecific. Fatigue is a universal
byproduct in mankind’s biological struggles. Chronic fatigue is widely recognized
in cancer, multiple sclerosis, infections, pregnancy and more.

Worse yet, because of this erroneous name one million American citizens have
been deprived of federal government protections to which they are entitled;
notably, seriously undertaken research and implementations to be carried out by
the NIH and the CDC.

Given that both terms have been used in
the literature and continue to be used
clinically, we have used them as a single
term consistent with the P2P meeting.
We have also attempted to shed light on
how the case definitions that are
associated with these terms may reflect
distinct symptom sets (see Key Question
1).

Additionally, we have added language in
the introduction, discussion, and future
research areas of the report to indicate
the desire of the ME/CFS community and
patients to adopt the term ME rather than
CFS which is considered too non-specific
aterm.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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(continued) In truth Myalgic Encephalitis — which is what patients suffer, despite
the re-naming — features immune systems gone haywire, neurological systems
and brains perennially plagued by a person’s own immune systems,
dysregulating and de-regulating of hormones and body energy production
systems. Pathogens and toxins appear to set off this miserable cascade. All of
the dsDNA viruses are implicated, especially HHV-6 and Epstein Barr, along with
parvovirus-19, mycotoxins and more.

Whatever the cause, the patient loses cognitive function, memory, and
concentration. Pain can be terrible and endless. Orthostatic dysfunction
unsteadies one’s efforts to sit and stand. Above all, M.E.’s singular and defining
symptom is that exertion, more often physical but also mental, will be followed by
body and brain failing to recover function within normal parameters. Shortfall in
cellular energy production may be involved, but research has not been funded. In
any event this key identifying phenomenon is known as “post-exertional malaise”
(PEM.) (Please note that “collapse,” not “malaise,” is the real issue.)

Thus fit and capable citizens become transformed by the disease into the
equivalent of broken down jalopies -- sans spark plugs, sans gasoline, sans
hope. Gone is their ability to function as productive members of society and
participants in family and community life. In hard dollars the cost to the United
States alone is estimated at $40 billion annually in lost productivity.

Key to the CDC’s mis-naming was ignorance. Following the 1984-85 outbreak,
local doctors eventually prevailed on the CDC to send two staffers up the Sierra
Nevada to take a look in late 1986. But the CDC's effort was de minimis. No
decent university department of epidemiology would recognize it as such. The
Epidemic Intelligence Service officer assigned the job walked out after a week.
His rooky assistant stuck it another week, but could manage only scanty study of
patients. Nor was further research ever conducted at Incline Village or sites of
other extensive outbreaks, such as Lyndonville N.Y.

At the same time, the Incline Village outbreak attracted a cloud of fierce political
pressure. Everyone from local Chamber of Congress to political representatives
wanted the thing to just go away; as second choice they discouraged talk of
serious disease in order to preserve Tahoe’s reputation as a safe tourist
destination. In addition, some observers allege that insurance companies resisted
official naming of yet another serious bio-medical disease to follow the expenses
of HIV-AIDS.

Given that both terms have been used in
the literature and continue to be used
clinically, we have used them as a single
term consistent with the P2P meeting.
We have also attempted to shed light on
how the case definitions that are
associated with these terms may reflect
distinct symptom sets (see Key Question
1).

Additionally, we have added language in
the introduction, discussion, and future
research areas of the report to indicate
the desire of the ME/CFS community and
patients to adopt the term ME rather than
CFS which is considered too non-specific
aterm.
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(continued) All in, almost everyone presenting with the Incline Village malady, like
so many other diseases, complained of being excessively tired. That made it ever
so easy for CDC to wrongly assign the label “Chronic Fatigue Syndrome” (CFS)
to hundreds, and then thousands, and ultimately hundreds of thousands, of cases
of Myalgic Encephalomyelitis.

But this re-christening alone need not have led to tragedy — tragedy for one
million or more Americans and roughly 17 million persons more worldwide. After
all, much re-naming goes on without causing much harm, other than re-printing
stationary and re-identifying financial accounts.

For example, consider a person named Judy Jones. On marrying Bob Smith,
Judy might well henceforth take the name Judy Smith. Nonetheless, our Judy will
be the very same person-- same appearance, same bank account, same faults,
and same Mom and Dad.

But imagine the outcome if Judy, shortly after marrying Bob, were to then fall prey
to identity theft. Other persons and entities could begin presenting themselves
here, there and everywhere as Judy Smith. Someone or something bearing the
name Judy Smith might suddenly charge thousands in computer games on a
Visa card. Judy Smith seems to be a computer freak, after all, not a newlywed!
But then in the Cayman Islands someone named Judy Smith opens a bank
account into which pour millions of dollars each month. Judy Smith is no
newlywed, but rather the hard-bitten leader of a Columbian drugs cartel!!!
Subsequently there may emerge Judy Smith the porn star, Judy Smith the teen-
age runaway, Judy Smith the astrologer, and...

So it was with “Chronic Fatigue Syndrome.” A very long and complicated story
attaches to the evolution of the British versions of “CFS,” constructed by a small
but powerful group of psychiatrists. However identity theft — the theft of the
American hame and its assignment to new psychological conditions of their own
creation -- was the first and crucial step towards the “CFS” empire of fame and
fortune which they would eventually build.

The British versions began with elaborate theorizing rather than the empirical
data, however paltry, that the American naming had relied on. Their theory
asserts that “false beliefs” and “deconditioning” lay behind the complaints of un-
wellness accompanied by fatigue which Britain’s general practitioners (GPs) were
likely to hear. The theorizing sprung fully formed from a psychiatrist's imagination,
rather like Athena from Zeus’ head. While quite legally appropriating the un-
trademarked name of Chronic Fatigue Syndrome, they named two new
definitions for their creation “Oxford Definition” and “London Definition.”

Given that both terms have been used in
the literature and continue to be used
clinically, we have used them as a single
term consistent with the P2P meeting.
We have also attempted to shed light on
how the case definitions that are
associated with these terms may reflect
distinct symptom sets (see Key Question
1).

Additionally, we have added language in
the introduction, discussion, and future
research areas of the report to indicate
the desire of the ME/CFS community and
patients to adopt the term ME rather than
CFS which is considered too non-specific
aterm.
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Public Reviewer |Methods The AHRQ Evidence Review must reflect that neither is to be considered in any |[Thank you for your comments. We
# 40 way synonymous with the “Chronic Fatigue Syndrome” derived from the Incline  |appreciate your concerns and have
Village outbreak of Myalgic Encephalomyelitis, and laid out, albeit imperfectly, in |attempted to clarify these issues in our
the Fukuda definition. discussion. We agree that there are
The U.K. - invented definitions of “CFS” do not involve immune dysfunction, some limitations to the PACE trial and

neurological symptoms. infections, sore throats, swollen glands, new headaches, |have expanded our discussion to reflect
or myalgias, all of which are cited in the U.S. disease. Most important, they do not |that thorough the report. We have also
recognize Post-exertional Malaise (PEM.) Mainly it seems they are characterizing |considered other treatments and
clinical depression not previously diagnosed. interventions when studies provided
“But how is this possible,” a person might well ask. Happily for the U.K. these results.

psychiatrists, artifacts of National Health System (NHS) regulation and custom,
such as tight limits on expensive testing, allow the erroneous definitions to
persist. Once a patient is labeled with the “CFS” definition they may not be
investigated for other ailments. They will not receive any treatment other “activity
management” relying on CBT and GET. When an adult patient refuses such
“treatment” he or she sometimes finds themself “sectioned,” meaning committed
to a mental hospital. A parent who differs on “CFS” care with the NHS will often
have to mount a legal battle or see the child taken into care.

One result for the U.K. has been a recent paper that reported at least one third of
persons identified as having CFS by the NHS in fact are suffering from other
diseases, such as Behcet’'s syndrome, that might have been relieved with proper
treatment. This may save money for the NHS (or not — see below) but it stands to
cost the Exchequer enormously from livelihoods lost.

Yet the psychiatrists have managed to establish and fortify their versions of
“CFS,” even internationally, by running many trials of their proposed treatments —
Cognitive Behavioral Therapy (CBT) and Graded Exercise Therapy (GET.) The
manipulation of data is an old art, and these psychiatrists sliced and diced their
trials so that they resulted in a great many papers, approved by close colleagues
at U.K.-based medical journals. The numbers helped them climb in important
computer-based grading of research according to numbers of citations, and
allowing them to become quite eminent despite scant real research. Political
connections and a concurrence of interests with the benefits-cutting government
of Prime Minister Tony Blair helped them to extensive funding and national
eminence. The $8.7 million Pace Trial was the consummation.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Public Reviewer |Methods And so Britain’s Medical Research Council held a press conference to announce [We agree that there are some limitations
# 40 the trial’'s completion. The world’s press was invited and attended with interest.  |to the PACE trial and have expanded on

The MRC press release declared the trial a great success proving the worth of these in our discussion of this trial. We
CBT and GET for “CFS”. The world press duly reported the contents of the press |also appreciate that there are limitations
release. Having no way of knowing that “London” and “Oxford” brands were the |to using different case definitions. It is
syndromes under study, and that Fukuda-defined “CFS” had little in common, truly our goal to review what evidence is
they reported an upbeat outcome to world attention. Indeed, confusingly, these |available and to inform the P2P about
continue to be the prescription even of the U.S. CDC on its web page — though of |limitations and applicability of previous
course it does not reflect any trial of the disease one might call by the name research and indicate focus areas for
“CFS” in the US. (The relationship and influence of UK psychiatrists during the 20 |future research.

year-long tenure of William Reeves as CDC's “CFS” chief is relevant, but too
complicated and not necessary to these comments.)

It is likely that the PACE trial will be proved fraudulent and retracted in the long
run. Thus for the AHRQ Evidence Review to heavily weight and indeed propagate
its fraudulent message in defining the future research goals of the United States
of America would seem to be irresponsible if not illegal in respect of the interests
of US citizens and taxpayers.

Meanwhile British investigators are being held off from the raw data by refusals of
participating institutions to meet FOIA requests. The British establishment as
usual has reflexively closed ranks in the first instance, and a court decision failed
to support the FOIA request. But it is early innings, and Britain’s traditional
favorite spectator sport, cricket test matches, can go on for days.

Psychiatrists belonging to the “CFS” clique meanwhile are thriving on the
dividends from “Oxford CFS” and “London CFS.” A private company part-owned
by one or more is earning a great deal of money from contracting to supply CBT
and GET services to private insurers and the National Health Service alike. The
company is registered in Hamburg, Germany, so little may be learned about its
business. But NHS staff have calculated that the cost is turning out to be a great
deal more than anticipated. The Blair government’s embrace of the doctrines of
CBT and GET is not working out well for the U.K. financially. Nor has it worked
out for the patients — they have not returned to work and school.

This AHRQ Evidence Review is meant to provide an agency of the United States
government guidance in researching for the interests and welfare of the citizens
of the United States. The very heavy weighting of dubious and specious work by
British psychiatrists, using definitions entirely at odds with U.S. medical
descriptions of the disease, has hopelessly compromised the review.

I conclude in noting that the extensive threats to the interests of American citizens
by errors, omissions and erroneous weighting of data contained within the AHRQ
Evidence Review stand are well-explicated in the Comments submitted by Mary
Dimmock, Jennie Spotila, et alia. | endorse their explanations and insights

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Methods

Compounding this flawed assumption are the a priori choices in the Review
Protocol that ignored critical questions and instead focused on a narrowly defined
set of questions and applied restrictive inclusion and exclusion criteria. As a
result, evidence that would have refuted these flawed starting assumptions or that
was required to accurately answer the questions was never considered. The
Evidence Review must discuss the substantial evidence that refutes its
assumptions that the eight CFS and ME definitions represent the same or closely
related disease(s) and that that disease is a valid clinical entity linked together by
medically unexplained fatigue.

The Review fails to prove the validity of the assumption that the eight CFS and
ME definitions represent the same disease or group of closely related diseases
centered around “medically unexplained chronic fatigue.” But more importantly,
the Review ignores the substantial evidence in the literature that demonstrates
this assumption to be false. In analyzing diagnostic methods, the Review focuses
solely on the accuracy of the given diagnostic method itself as it applies to a
given definition. The assessment of diagnostic methods ignores evidence of the
lack of accuracy of the underlying definition and the resultant implications for the
validity of the diagnostic method or its applicability across all CFS and ME case
definitions

We appreciate that the case definitions
are very different and that some are
more inclusive than others and may
reflect less severe cases or non-cases of
ME/CFS as is fully outlined in the Key
Question 1 response of the report. After
consultation with the Working Group and
Technical Expert Panel, we elected to
include all case definitions in the report a
priori for several reasons. First, there are
very few trials and excluding some of
these definitions would limit the evidence
even further than is already outlined.
Second, the intent was that this could at
least provide a foundation to determine
what interventions may be effective.
Where available, we compared findings
using different case definitions to
determine if findings were consistent or
not across studies. We have expanded
the future research needs discussion to
indicate that future studies should
perform sensitivity analysis to determine
differences between case definitions as
well as subgroups of patients that meet
different criteria. We have elected to use
the term ME/CFS at the outset of the
report in order to not risk missing
important and/or informative evidence
that may be labeled under one term or
another. By using these terms
synonymously throughout the report, we
are not endorsing or refuting that these
labels reflect the same disease state. We
are hopeful that the evidence reported
under research question one will help to
shed light on this controversial topic for
the P2P workshop.
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(continued)

(continued) Additionally, we have added
language in the introduction, discussion,
and future research areas of the report to
indicate the desire of the ME/CFS
community andpatients to adopt the
Canadian Carruthers case definition
rather than the more non-specific CFS
case definitions

Bianca
Lindstrom
Anneli
Magnusson
Lars-Eric
Magnusson
Benita Meriaux
Anton Meriaux
Mireille Edgren
Hans Edgren
Asa Kleberg
Sven-Erik
Johansson
Vera Bengtsson

Methods

By choosing to not include the PubMed database in the search, it seems a
number of relevant studies have been overlooked. Source:
http://www.cortjohnson.org/blog/2014/10/15/ahrg-report-excluding-progress-
exclusionary-factors-missing-studies

Studies that would be in Pub Med
specific to our Key Questions would also
be found in Medline and the other
databases searched.

Public Reviewer
#1

Methods

The review treats all definitions as if they are describing the same disease. The
conclusions ignore the very shortcoming it highlights elsewhere — that is, that
some definitions (Oxford in particular) may inappropriately include patients that
would not otherwise be diagnosed with ME/CFS and may provide misleading
results.

Reference in Review -- ES-29 Applicability “We elected to include trials using any
predefined case definition but recognize that some of the earlier criteria, in
particular the Oxford (Sharpe, 1991) criteria, could include patients with 6 months
of unexplained fatigue and no other features of ME/CFS. This has the potential of
inappropriately including patients that would not otherwise be diagnosed with
ME/CFS and may provide misleading results.” (emphasis added)

We appreciate that the case definitions
are very different and that some are
more inclusive than others. When
possible we compared findings using
different case definitions to determine if
findings were consistent or not across
studies.

Source: http://effectivehealthcare.ahrg.gov/search-for-guides-reviews-and-reports/?pageaction=displayproduct&productID=2004
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Mary Dimmock |Methods Compounding this flawed assumption are the a priori choices in the Review We appreciate that the case definitions
et al Protocol that ignored critical questions and instead focused on a narrowly defined |are very different and that some are
set of questions and applied restrictive inclusion and exclusion criteria. As a more inclusive than others and may

result, evidence that would have refuted these flawed starting assumptions or that|reflect less severe cases or non-cases of
was required to accurately answer the questions was never considered. Some ME/CFS as is outlined in the Key
examples of how these assumptions and protocol choices negatively impacted Question 1 results in the report. After

this Evidence Review include: consultation with the Working Group and
Evidence about the significant differences in patient populations and in the Technical Expert Panel, we did elect to

unreliability and inaccuracy of some of these definitions was ignored and/or include all case definitions in the report a
dismissed. priori for several reasons. First, there are

very few trials and excluding some of
these definitions would limit the evidence
even further than is already outlined.
Second, the intent was that this could at
least provide a foundation to determine
what interventions may be effective.
Where available, we compared findings
using different case definitions to
determine if findings were consistent or
not across studies. We have expanded
the discussion of our future research
needs to include that future studies
should perform sensitivity analysis to
determine differences between case
definitions as well as subgroups of
patients that meet different criteria. We
have elected to use the term ME/CFS at
the outset of the report in order to not
risk missing important and/or informative
evidence that may be labeled under one
term or another. By using these terms
synonymously throughout the report, we
are not endorsing or refuting that these
labels reflect the same disease state. We
are hopeful that the evidence reported
under research question one will help to
shed light on this controversial topic for
the P2P workshop.
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Published Online: December 9, 2014
87



AHRQ

Agency for Healthcare Research and Quadty

* wacw aheg o

W

Commentator

o —
(©) Effective Health Care Program

Response

Section Comment

& Affiliation

Mary Dimmock |Methods Compounding this flawed assumption are the a priori choices in the Review (continued) Additionally, we have added
et al Protocol that ignored critical questions and instead focused on a narrowly defined |language in the introduction, discussion,
set of questions and applied restrictive inclusion and exclusion criteria. As a and future research areas of the report to
result, evidence that would have refuted these flawed starting assumptions or that|indicate the desire of the ME/CFS
was required to accurately answer the questions was never considered. Some community and patients to adopt the
examples of how these assumptions and protocol choices negatively impacted Canadian Carruthers case definition
this Evidence Review include: rather than the more non-specific CFS
Evidence about the significant differences in patient populations and in the case definitions.
unreliability and inaccuracy of some of these definitions was ignored and/or
dismissed.
Public Reviewer |Methods In order to find abstracts and articles the AHRQ searched three main databases |Thank you for your comments. We have

#54

using the terms fatigue Fatigue Syndrome Chronic and Encephalomyelitis. With
the notable exception of PsycINFO a database of abstracts of literature in the
field of psychology produced by the American Psychological Association these
are the same databases used by the Drug Class Review Drugs for Fibromyalgia
Final Original Report published by the Oregon Health Science University in 2011.
Ovid and EBMCochrane are large medical databases though they dont
necessarily include every study conducted on a given iliness or condition. Only
controlled trialsare included in the Cochrane databases.The most glaring problem
with the search is that it included studies on fatigue. Indeed a number of studies
included in the review were on fatiguing ilinesses rather than MECFS. Like the
introduction the search reflects a state of confusion on the part of the authors.
The confusion is not altogether surprising given that researchers also appear to
be confused about the difference between CFS and chronic fatigue. Nonetheless
experts in the field are not confused. They are aware that while ME has been
used abroad since the 1950s it has not been used as a diagnosis here in U.S.
Specialists have been limited to CFS as a diagnosis like it or not.A second
problem is that with the perennial lack of NIH funding for MECFS controlled trials
much of the information about treating the disease is based on clinical
observations. None of these were included. nor were studies that were controlled
but which did not meet the set of criteria for inclusion in the review such as
addressing the Key Questions. See more at http cfstreatment.blogspot.com 2014
09 the ahrq draft report fundamentally and.html sthash.tZkIXvLH.dpuf

expanded our discussion of the
comparison between case definitions as
well as the limitations revolving around
the use of different case definitions for
trial inclusion.
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Public Reviewer | Methods TOP 10 TESTS for MYALGIC ENCEPHALOMYELITIS CFS LABELED Thank you - noted.
#41 PATIENTS Contents

TEST 1 CardioPulmonary Exercise Testing with measurement of VO2 max
anaerobic threshold and maximal heart rate and respiration.

TEST 2 Brain neuro SPECT PET scans and MRI brain scan

TEST 3 Mitochondrial Dysfunction

TEST 4 TH1TH2 imbalance

TEST 5 Natural Killer Cell Function Activity testing

TEST 6 abnormalities of the 25A pathway RNaseL ratio

TEST 7 Virology

TEST 8 Heart Function

TEST 9 Neurocognitive testing sleep studies

TEST 10 Endocrine testing

CommentaryAdditional References Poor mans tilt table testing description

Public Reviewer | Methods By focusing on symptom related outcomes for fatigue alone the Evidence Review |Thank you for your comments. The

#43 excluded consideration of postexertional malaisePEM probably the most diagnosis and treatment of PEM
devastating effect of the disease for me.PEM is the hallmark symptom of MECFS |specifically was beyond the scope of the
the is universally present in patients with this disease. This symptom can be questions designed by the planning
reliably replicated with 2 day exercise testing. committee.

TEP Reviewer | Results There is no mention among the treatments of the rituximab RCT. Why is that? Thank you for this question. The study

#1 on rituximab was < 12 weeks in duration

and thus did not meet our inclusion
criteria. However, we performed
secondary searches to identify
interventions that would typically be
given for a duration of <12 weeks, but
had outcome data extending 12 weeks or
longer. The results of our search
identified this trial of rituximab (and a trial
of acyclovir). These have been added to
the discussion section.

TEP Reviewer [Results Amount of detail is sufficient. Clarity and organization are good. Thank you.

#2
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TEP Reviewer |Results Omission: Thank you for this comment. We have
#2 Page 19. made changes to this section to highlight
What harms are associated with diagnosing ME/CFS? that although some patients report relief
Stigmatization could be considered a “harm” of diagnosing ME/CFS as stated with a diagnosis of ME/CFS, we did not
here. But it should be clarified that receiving the diagnosis per se does not do find studies to reflect this patient
harm. Actually patients feel a sense of validation from the diagnosis, that their experience.
symptoms have been legitimized in the form of the diagnosis given by a
physician. That is positive validation, not harm. Also physicians are reluctant to
give the diagnosis as they think it perpetuates the illness—a concern without
supporting evidence. So this is a more complex issue than is stated here—
stigmatization is only one aspect of potential harm. | would not leave the
erroneous impression that doctors should not use the diagnosis. The diagnosis is
validating, not harmful to the individual patient.
TEP Reviewer |[Results The authors state that multiple case definitions exist. However they describe the |[We have revised the text to better
#3 classification accuracy delivered with a nonlinear black-box model (artificial describe the case definitions used for
neural network) without clarifying which case definition was used as the gold each study. It is true that for the
standard. Was this classification evaluated based on the Fukuda case definition? |diagnosis of ME/CFS, the case definition
This should be stated clearly. It also appears circular in logic to create method is the accepted strategy for
classification models based on the same symptoms that were directly or indirectly |diagnosis, but no one case definition has
used to perform the original class assignment e.g. fatigue. | would recommend an |been agreed upon by consensus in the
emphasis on those studies that were based on a selection of biomarkers, blood- |literature.
borne or other. In the end however, | agree that none of these have been
extensively validated.
TEP Reviewer |Results The exclusion of studies featuring molecular assays on the basis that We acknowledge that our approach was
#3 classification statistics were not reported is very unfortunate. The authors could |intended to review the literature
have applied the same methodology as in that used in the analysis of outcomes |evaluating diagnosis using case
in the intervention studies, that is to report the pooled weighted mean differences. |definition strategies. We did not evaluate
At the very least the inclusion of these studies would provide a qualitative etiology-based diagnosis because there
indication of which parameters a clinician may want to pay attention to and has not been an agreed upon etiology for
whether these might be abnormally high or low. Certainly a statement of ME/CFS.
consensus across such studies would be of interest to the reader. | would
encourage the inclusion of such a table in the appendices.
TEP Reviewer |Results As the authors state that many more women than men appear afflicted with CFS, |When this information is available we
#3 it may be appropriate to include in Table A the specific gender composition of the |have provided it.
cohorts instead of simply the overall number of subjects. Another very pertinent
information would be the median years ill in each of these cohorts.
Peter White Results Also of relevance to the potential harm consequent upon being given a diagnosis |This study was examined and provided
Queen Mary of CFS or ME, one large primary care prospective study suggested there might |only background information.
University of be a difference in prognosis depending on which particular diagnostic label was
London, UK given, although this was not a randomised study ( Hamilton et al, 2007). This
subject has been well reviewed by Huibers and Wessely (2006).
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Peter White Results There are several other studies of misdiagnoses in patients diagnosed with Thank you. We have accessed these
Queen Mary probable or definite CFS/ME that you might want to consider (Lawn et al, 2010; |references and will include them in the
University of Newton et al, 2010; Devasahayam et al, 2012; Brimmer et al, 2013). The latter harms section. In most cases they are
London, UK three studies show that between 40 and 50% of patients with a provisional or not studies of diagnosis per se, but case

definite diagnosis of CFS/ME have alternative diagnoses. series that demonstrate how important

the careful exclusion of other explanatory
diagnoses is to the diagnosis of ME/CFS.

PD White, T Results We examined non-serious adverse events (NSAEs) and other safety measures in [Thank you - we have accessed this
Chalder, R the PACE trial in more detail in Dougall et al, 2014. The number of NSAEs did not |paper and incorporated it into our
Moss-Morris, M differ between treatment arms either when considered as a whole (table 1) or analysis and interpretations.
Sharpe, AJ when only considering NSAEs attributed to CFS (table 2). Table 5 in this paper
Wearden shows there were no differences across the four treatment groups in the

proportion of patients reporting deterioration in fatigue (one of the primary

outcomes) after treatment. On the second primary outcome, physical function,, a

significantly greater proportion of patients showed deterioration after A